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0.1 or 2; 

hydroxy or XONH-, where X is hydrogen 
or lower alkyl; 
is hydrogen or lower alkyl; 
is hydrogen, lower alkyl, heteroalkyl, aryl, 
aralkyl, arylheteroalkyl, cycloalkyl, 
cycloalkylalkyl, heteroaryl, heteroaralkyl, 
heteroaryl heteroalkyl, heterocyclo, hete- 
rocylo-lower alkyl, heterocyclo-lower het- 
eroalkyl or -NR 6 R 7 , wherein: 

R 5 is hydrogen, lower alkyl, cycloalkyl 
or cycloalkylalkyl, aryl, heteroaryl and 


R 1 and R 2 


R 3 i: 


IS 


heteroaralkyl; 

R 7 is hydrogen, lower alkyl, cycloalkyl 
or cycloalkylalkyl, aryl, aralkyl, heter- 
oaryl, heteroaralkyl, -CfOJR 8 , - 
C(0)NR 8 R 9 -S0 2 NR 8 R 9 -S0 2 R 10 , 
aryloxycarbonyl, or alkoxycarbonyl; or 
R 6 and R 7 together with the nitrogen 
atom to which they are attached rep- 
resent a heterocyclo group; wherein 

R 8 and R 9 are independently 
hydrogen, lower alkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, het- 
eroaryl, heteroaralkyl or heter- 
oalkyl; and 

R 10 is lower alkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, het- 
eroaryl, heteroaralkyl, heteroalkyl 
or heterocyclo; or 

together with the carbon atom to which 
they are attached represent a cycloalkyl 
or heterocyclo group; 
hydrogen, lower alkyl, cycloalkyl, 
cycloalkylalkyl, aryl, aralkyl, heteroaryl, 
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heteroaralkyl, heteroalkyl or lower alkoxy; 
R 4 is hydrogen, lower alkyi, cycloalkyl or 

cycloalkylalkyl; or 
R 2 and R 3 together with the carbons to which they 

are attached represent a cycloalkyl or het- 

erocyclo group; or 
R 3 and R 4 together with the carbon to which they are 

attached represent a cycloalkyl or hetero- 


cycio group; and 
R 5 is lower alkyl, cycloalkyl, cycloalkylalkyl, 

aryl, aralkyl. heteroaryl, or heteroaralkyl; 

or pharmaceutical acceptable salts or esters thereof 
exhibit useful pharmacological properties, in particular 
for use as matrix metal loprot ease inhibitors, particularly 
for interstitial coliagenases. 
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Description 

The present invention relates to compounds of formula I and their pharmaceutically acceptable salts and esters 
thereof, that inhibit matrix metalloproteases. particularly interstitial collagenases, and are therefore useful in the treat- 
ment of mammals having disease states alleviated by the inhibition of such matrix metailoprot ases. 

Matrix metalloproteases ("MMPs") are a family of proteases (enzymes) involved in the degradation and remodeling 
of connective tissues. Members of this family of endopeptidase enzymes are present in various cell types that reside in 
or are associated with connective tissue, such as fibroblasts, monocytes, macrophages, endothelial cells, and invasive 
or metastatic tumor cells. MMP expression is stimulated by growth factors and cytokines in the local tissue environment, 
where these enzymes act to specifically degrade protein components of the extracellular matrix, such as collagen, pro- 
teoglycans (protein core), fibronectin and laminin. These ubiquitous extracellular matrix components are present in the 
linings of joints, interstitial connective tissues, basement membranes, and cartilage. Excessive degradation of extracel- 
lular matrix by MMPs is implicated in the pathogenesis Of many diseases, including rheumatoid arthritis, osteoarthritis, 
multiple sclerosis, chronic obstructive pulmonary disease, cerebral hemorrhaging associated with stroke, periodontal 
disease, aberrant angiogenesis, tumor invasion and metastasis, corneal ulceration, and in complications' of diabetes. 
MMP inhibition is, therefore, recognized as a good target for therapeutic intervention. 

The MMPs share a number of properties, including zinc and calcium dependence, secretion as zymogens, and 40- 
50% amino acid sequence homology. The MMP family currently consists of at least eleven enzymes, and includes col- 
lagenases, stromelysins, gelatinases, matrilysin, metalloelastase, and membrane-type MMP, as discussed in greater 
detail below. 

Interstitial collagenases catalyze the initial and rate-limiting cleavage of native collagen types I, II, and III. Collagen, 
the major structural protein of mammals, is an essential component of the matrix of many tissues, for exarrple, carti- 
lage, bone, tendon and skin. Interstitial collagenases are very specific matrix metalloproteases which cleave these col- 
lagens to give two fragments which spontaneously denature at physiological temperatures and therefore become 
susceptible to cleavage by less specific enzymes. Cleavage by the collagenases results in the loss of structural integrity 
of the target tissue, essentially an irreversible process. There are currently three known human collagenases. The first 
is human f ibroblast-type collagenase (HFC, MMP-1 , or collagenase-1) that is produced by a wide variety of cells includ- 
ing fibroblasts and macrophages. The second is human neutrophil-type collagenase (HNC, MMP-8, or collagenase-2) 
that has so far only been demonstrated to be produced by neutrophils. The most recently discovered member of this 
group of MMPs is human collagenase-3 (MMP-13) which was originally found in breast carcinomas, but has since 
shown to be produced by chondrocytes. The only collagenase known to exist in rodents is the homolog of human col- 
lagenase-3. 

The gelatinases include two distinct, but highly related, enzymes: a 72-kD enzyme (gelatinase A, HFG, MMP-2) 
secreted by fbroblasts and a wide variety of other cell types, and a 92-kD enzyme (gelatinase B, HNG, MMP-9) 
released by mononuclear phagocytes, neutrophils, corneal epithelial cells, tumor cells, cytotrophoblasts and keratinoc- 
ytes. These gelatinases have been shown to degrade gelatins (denatured collagens), collagen types IV (basement 
membrane) and V, fibronectin and insoluble elastin. 

Stromelysins 1 and 2 have been shown to cleave a broad range of matrix substrates, including laminin, fibronectin, 
proteoglycans, and collagen types IV and IX in their non-helical domains. 

Matrilysin (MMP-7, PUMP-1) has been shown to degrade a wide range of matrix substrates including proteogly- 
cans, gelatins, fibronectin, elastin, and laminin. Its expression has been documented in mononuclear phagocytes, rat 
uterine explants and sporadically in tumors. Other less characterized MMPs include macrophage metalloelastase 
(MME, MMP-1 2), membrane type MMP (MMP-1 4), and stromelysin-3 (MMP-1 1). 

Inhibitors of MMPs provide useful treatments for diseases associated with the excessive degradation of extracellu- 
lar matrix, such as arthritic diseases (rheumatoid arthritis and osteoarthritis), multiple sclerosis, bone resorptive dis- 
eases (such as osteoporosis), the enhanced collagen destruction associated with diabetes, chronic obstructive 
pulmonary disease, cerebral hemorrhaging associated with stroke, periodontal disease, corneal or gastric ulceration, 
ulceration of the skin, tumor invasion and metastasis, and aberrant angiogenesis. The involvement of individual colla- 
genases in the degradation of tissue collagens probably depends markedly on the tissue. The tissue distribution of 
human collagenases suggests that collagenase-3 is the major participant in the degradation of the collagen matrix of 
cartilage, while collagenase-1 is more likely to be involved in tissue remodeling of skin and other soft tissues. Thus, 
inhibitors selective for collagenase-3 over collagenase-1 are preferred for treatment of diseases associated with carti- 
lage erosion, such as arthritis, etc. 

Inhibitors of MMP also are known to substantially inhibit the release of tumor necrosis factor (TNF) from cells, and 
which therefore may be used in the treatment of conditions mediated by TNF. Such uses include, but are not limited to, 
the treatment of inflammation, fever, cardiovascular effects, hemorrhage, coagulation and acute phase response! 
cachexia and anorexia, acute infections, shock states, restinosis. aneurysmal diseas . graft versus host reactions and 
autoimmune disease. 

In addition to these effects on the release of TNF from cells, MMP inhibitors have also been shown to inhibit the 
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release of other biologically active molecules from cells, including soluble receptors (CD30 and receptors for TNF (p55 
and p75), IL-6, IL-1 and TSH), adhesion molecules {e.g., L-selection, ICAM-1 , fibronectin) and other growth factors and 
cytokines, including Fas ligand, TGF-a, EGF, HB-EGF, SCF and M-CSF. Inhibition of the release or shedding of such 
proteins may be of benefit in a number of disease states, including rheumatoid arthritis, multiple sclerosis, vascular dis- 
5 ease. Type II diabetes, HIV, cachexia, psoriasis, allergy, hepatitis, inflammatory bowel disease, and cancer. 

Since non-specific inhibition of the shedding enzymes (sheddases) may have opposite pharmacological effects, 
selectivity will be a particular advantage, e.g., the inhibition of TNF release without the concurrent inhibition of TNF 
receptor release. 

The design and uses of MMP inhibitors is described, for example, in J. Enzyme Inhibition, 2, 1-22 (1987); Dnjg 
w News & Prospectives, 3(8), 453-458 (1990); Arthritis and Rheumatism, 36(2), 181-189 (1993); Arthritis and 
Rheumatism, 34(9), 1073-1075(1991); Seminars in Arthritis and Rheumatism, 19(4), Supplement 1 (February), 16-20 
(1990); Drugs of the Future, 15(5), 495-508 (1990); and J. Enzyme Inhibition, 2, 1-22 (1987). MMP inhibitors are also 
the subject of various patents and patent applications, for example, U.S. Patent Nos. 5,189,178 and 5,183,900, Euro- 
pean Published Patent Applications 438 223, 606 426, and 276 436, and published Patent Cooperation Treaty Inter na- 
15 tional Applications WO 92/21360. WO 92/06966, WO 92/09563, and WO 94/25434. 
One aspect of the invention concerns compounds represented by Formula I: 


20 



25 wherein: 

n is 0, 1 or 2; 

Y is hydroxy or XONH-, where X is hydrogen or lower alkyl; 

R 1 is hydrogen or lower alkyl; 

30 R 2 is hydrogen, lower alkyl, heteroalkyi, aryl, aralkyl, arylheteroalkyl, cycloalkyl, cycloalkylalkyl, heteroaryl. 

heteroaralkyl, heteroarylheteroalkyl, heterocyclo, heterocylo-lower alkyl, heterocyclo-lower heteroalkyi or 

-NR 6 R 7 , wherein: 

R 6 is hydrogen, lower alkyl, cycloalkyl or cycloalkyl alkyl, aryl, heteroaryl and heteroaralkyl; 
35 R 7 is hydrogen, lower alkyl. cycloalkyl or cycloalkyl alkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, - 

C(0)R 8 . -C(0)NR 8 R 9 , -S0 2 NR 8 R 9 , -S0 2 R 10 . aryloxycarbonyl, or alkoxycarbonyl; or 
R 6 and R 7 together with the nitrogen atom to which they are attached represent a heterocyclo group; 
wherein 

40 R 8 and R 9 are independently hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, het- 

eroaryl. heteroaralkyl or heteroalkyi; and 

R 10 is lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, heteroalkyi or 
heterocyclo; or 

45 R 1 and R 2 together with the carbon atom to which they are attached represent a cycloalkyl or heterocyclo group; 
R 3 is hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, heteroalkyi or 

lower alkoxy; 

R 4 is hydrogen, lower alkyl, cycloalkyl or cycloalkylalkyl; or 

R 2 and R 3 together with the carbons to which they are attached represent a cycloalkyl or heterocyclo group; or 
so R 3 and R 4 together with the carbon to which they are attached represent a cycloalkyl or heterocyclo group; and 
R 5 is lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl; or heteroaralkyl; 

or a pharmaceutically acceptable salt or ester thereof. 

A second aspect of this invention relates to pharmaceutical compositions containing a therapeutically effective 
55 amount of a compound of Formula I or a pharmaceutically acceptable salt or ester thereof admixed with at least one 
pharmaceutically acceptable excipient. 

A third aspect of this invention relates to methods for treating mammals having a disease state alleviated by the 
inhibition of matrix metalloproteases, by administering an effective amount of a compound of Formula I, or a pharma- 
ceutical composition thereof, to th mammal. Such disease states include arthritic diseases, multiple sclerosis, bone 
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resorption disease (such as osteoporosis), the enhanced collagen destruction associated with diabetes, chronic 
obstructive pulmonary disease, cerebral hemorrhaging associated with stroke, periodontal disease, corneal or gastric 
ulceration, ulceration of the skin, and tumor metastasis. 

A fourth aspect of this invention relates to methods for preparing compounds of Formula I. 
5 Among the family of compounds of the present invention as defined above, a particular family of compounds of for- 
mula I consists of n is 0, 1 or 2; Y is hydroxy or XONH-, where X is hydrogen or lower alkyl; R 1 is hydrogen or lower 
alkyl; R 2 is hydrogen, lower alkyl, aralkyl, cycloalkyl, cycloalkylalkyl, heterocyclo, or -NR 6 R 7 ; or R 1 and R 2 together with 
the carbon atom to which they are attached represent a cycloalkyl or heterocyclo group; in which R 6 is hydrogen, lower 
alkyl. or phenyl; and R 7 is hydrogen, lower alkyl, benzyl, -C(0)R 8 , -C(0)NR 8 R 9 , -S0 2 NR 8 R 9 , -S0 2 R 1 °, benzyloxycarb- 
w onyl, or alkoxycarbonyl; or R 5 and R 7 together with the nitrogen atom to which they are attached represent a heterocy- 
clo group; wherein R 8 and R 9 are independently hydrogen or lower alkyl; and R 10 is lower alkyl, aryl, heteroaryl, or 
heterocyclo; R 3 is hydrogen, lower alkyl, cycloalkyl, cydoalkylaJkyl, aralkyl, heteroaralkyl, or lower alkoxy; R 4 is hydro- 
gen or lower alkyl; or R 2 and R 3 together with the carbons to which they are attached represent a cycloalkyl or hetero- 
cyclo group; or R 3 and R 4 together with the carbon to which they are attached represent a cycloalkyl or heterocyclo 
15 group; and R 5 is lower alkyl, aryi, aralkyl, heteroaryl, or heteroaralkyl. 

Within these families a preferred category includes compounds where n is 2 and Y is -NHOH. 

Within this category, one preferred group includes the compounds where R 1 is hydrogen and R 5 is aryl. One pre- 
ferred subgroup within this group includes the compounds where R 2 is hydrogen and R 3 is aralkyl, especially benzyl, 
and R 4 is hydrogen and R 5 is optionally substituted phenyl or naphthyl, more especially where R 5 is 4-methoxyphenyt, 
20 phenylthiophenyl, phenoxyphenyl, or biphenyl. 

Another preferred subgroup within this group includes the compounds where R 3 and R 4 together with the carbon 
to which they are attached form a cycloalkyl group, especially cyclopentyl and cyclcohexyl, more especially in combi- 
nation where R 5 is 4-methoxyphenyl or 4-phenoxyphenyl. 

Yet another preferred subgroup within this group includes the compounds where R 3 and R 4 together with the car- 
25 bon to which they are attached form a heterocyclo group, in particular optionally substituted piperidinyl or tetrahydro- 
pyranyl, especially piperidin-4-yl, 1 -methylpiperidin-4-yl, 1-(cyciopropylmethyl)piperidin-4-yl, or tetrahydropyranyl, more 
especially in combination where R 5 is 4-phenoxyphenyl, 4-(4-chlorophenoxy)phenyl, 4-bromophenoxy)phenyl, or 4-(4- 
fluorophenoxy)phenyl. 

Another preferred group within this category includes the compounds where R 2 is -NR 5 R 7 R 1 , R 3 and R 4 are 
30 hydrogen, and R 5 is aryl. One preferred subgroup within this group includes the compounds where R 5 is 4-phenoxy- 
phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)phenyl, especially where R 6 is hydrogen and R 7 is CBZ-val- 
inamido, valinamido or dimethylaminosulfonyl. 

Another preferred group within this category includes the compounds where R 1 and R 2 together with the carbon to 
which they are attached form a heterocyclo group. A preferred subgroup within the group includes compounds where 
35 R 3 and R 4 are hydrogen and R 1 and R 2 together with the carbon to which they are attached form a heterocyclo group, 
in particular optionally substituted piperidinyl or tetrahydropyranyl, especially piperidin-4-yl, 1 -methylpiperidin-4-yl, 1- 
(cyclopropylmethyl)piperidin-4-yl, or most preferably tetrahydropyranyl, more especially in combination where R 5 is 4- 
phenoxyphenyl, 4-(4-chlorophenoxy)phenyl, 4-(4-bromophenoxy)phenyl, 4-(4-fluorophenoxy)phenyl, 4-(thiophen-2- 
yl)phenoxy)phenyl, 4-(thiophen-3-yl)phenoxy)phenyl, 4-(thiazol-2-yl)phenoxy)phenyl, 4-(2-pyridyloxy)phenyl, or 4-(5- 
40 chloro-2-pyridyloxy)phenyI. 

Another preferred group within this category includes compounds wherein R 1 and R 2 are both alkyl, R 3 and R 4 are 
hydrogen. One preferred subgroup includes compounds wherein R 5 is 4-phenoxyphenyl, 4-(4-bromophenoxy)phenyl, 
4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)phenyl. 

Another group within this category includes compounds wherein R 2 and R 3 together with the carbons to which they 
45 are attached form a cycloalkyl group and R 5 is aryl. Preferably, the cycloalkyl group is cyclopentyl or cyclohexyl and R 5 
is 4-phenoxyphenyl, 4-(4-bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-f luorophenoxy)phenyl. 
Preferred compounds are: 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-yl]-acetamide; 
so 2-{4-[4-(4-chlorophenoxy)-phenylsulfony^ 

2-{4-[4-(4-fluorophenoxy)-phenylsulfonyl]-tetrahydropyran-4-yl}-A/-hydroxyacetamide; 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-piperidin-4-yQ-acetamide; 

2-{4-[4-(4-chlorophenoxy)-phenylsulfonyl]-piperidin-4-yl}-A/-hydroxyacetamide; 

2-{4-[4-(4-fluorophenoxy)-phenylsulfonyl]-piperidin-4-yl)-A/-hydroxyacetamide; 
55 A/-hydroxy-2-[1-methyl-4-(4-phenoxyphenylsuHonyl)-piperidin-4-yl]-acetamide; 

/v^hydroxy-2-{1-methyl-4-[4-(4<hlorc>ph 

A/-hydroxy-2-{1-methyf-4-[4-(4-fluoroph 

2-[1 -cyclopropylmethyl-4-(4-phen^ 

2-{ 1 -cyclopropylmethyl-4-[4-(4-ch to 
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2-{1-cyclopropylmethyl-4-[4-(4-fluorophenoxy^ 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfinyl)-teta^ 

2-{4-[4-(4-chlorophenoxy)-phenylsurfinyl]^ 

2-{4-[4-(4-fluorophenoxy)^henylsulfiriyl]-tetrar^ 

A/-hydroxy-2-[4^4^henoxyphenytthio)-tetrahydropyran-4-yl]-acetamide; 

2-{4-[4-(4-chlorophenoxy)-phenytthfo]-tetrar^^ 

2- {4^4-(4-fluorophenoxy)-phenylthio]-tetrahydropyran-4-yl}-N-hydroxyacetamide; 
4-[4-(4-chlorophenoxy)phenylsulfonylmethyO-tefr^^ 
4-[4-(443romophenoxy)phenytsulfonylmethy^^ 
4-[4-{4-fluorophenoxy)i)henylsulfo^ 

3- [4-(4-ch!orophenoxy)phenylsuHonyl]-2,2^imethyI-A/-hydroxypropionamlde; 

4- [4-(4-chlorophenoxy)phenylsulfonyfmethyl]-1-((^clopropylmethyl)piperidi 
4-[4-(4-chlorophenoxy)phenylsulfonylme%l]-H™ 
4-[4-(phenoxy)phenylsulfonylmethyQ-tetrahy 
4-[4-{4-(thiophen-2-yl)-phenoxy)phenyte^ 
4-[4-(4-(thiophen-3-yl)-phenoxy)phenylsuHony!m^ 
4-[4-(4-(furan-2-yO-phenoxy)phenylsulfonylmeth^ 
4-[4-(4-(benzofuran-2-yO-phenoxy)phenylsulfonylmeth^^ 
4-[4-(4-(thiazol-2-yl)-phencxy)pherrylsulfo^ 
4-[4-(4-(thiazol-4-yl)-phenoxy)phenylsulfonylme%^ 
4-[4-(4-(thiazol-5-yl)-phencoty)phenylsulfo^ 

4-[4-(4-(imidazol- 1 -yl) -phenoxy)phenylsulfonylmethyl]-te1rahydropyran-4-( A/-hydroxycarboxamide) ; 

4-[4-(4-(imidazoI-2-yO-phenoxy)phenylsulfonylmethy^ 

4-[4-(5-chloro-2-pyridyloxy)phenylsulfOT^ 

3-[4-(5-chloro-2-pyridyloxy)phenylsulfonyl]-2,2^^ 

(R)-2-(CBZ-valinamido)-N-hydroxy-3-(4-phenox^ 

(R)-N-hydroxy-2-valinamido-3<4-pherK)xyphenyisulfonyl)^ropionamide; 

(R)-2-dimethylamino-N-liydroxy-3-(4-phenoxyphen 

(R)-2-dimethylaminosutfonamido-N-hydroxy-3-(4-phenoxyphenyIsulfonyl)iDropionam 
and pharmaceutical^ acceptable salts thereof. 


Definitions 


The following definitions are set forth to illustrate and define the meaning and scope of the various terms used to 
describe the invention herein. 

"Alky!" means a branched or unbranched saturated hydrocarbon chain containing 1 to 8 carbon atoms, such as 
methyl, ethyl, propyl, fe/f-butyl, n-hexyl, n-octyl and the like. 

"Lower alky!" means a branched or unbranched saturated hydrocarbon chain containing 1 to 6 carbon atoms, such 
as methyl, ethyl, propyl, isopropyl, terr-butyl, n-butyl, /7-hexyl and the like, unless otherwise indicated. 

The term "heteroalkyT refers to a branched or unbranched, cyclic or acyclic saturated organic radical containing 
carbon, hydrogen and one or more heteroatom containing substituents independently selected from OR a , NR a R b , and 
S(0) n R a (where n is 0, 1 or 2) and R a is hydrogen, alkyl, cycloalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl or acyl, R b is 
hydrogen, alkyl. cycloalkyl, aryl, aralkyl, acyl, alkyteulfonyl, carboxamido, or mono- or di-alkylcarbamoyl. Representative 
examples include hydroxyalkyl, aminoalkyl, alkoxyalkyl, aryloxymethyl, N-acylaminoalkyl, thienylthiomethyl and the like. 

"Acyl" refers to the group -C(0)-R\ where R' is lower alkyl. 

"Alkylene" refers to a straight chain or branched chain divalent radical consisting solely of carbon and hydrogen, 
containing no unsaturation and having from one to six carbon atoms, e. g., methylene, ethylene, propylene, 2-methyl- 
propylene, butylene, 2-ethylbutylene, hexylene, and the like. 

"Lower alkoxy" means the group -O-R', where R' is lower alkyl. 

"Alkoxycarbonyl" means the group RO-C(O)- where R is alkyl as herein defined. 

"Alkoxycarbonylalky!" means the group ROC(0)(CH 2 ) n - where R is alkyl as herein defined and n is 1 , 2 or 3. 

"Aryl" refers to a monovalent aromatic carbocyclic radical having a single ring (e.g., phenyl) or two condensed rings 
(e.g., naphthyl), which can optionally be mono-, di- or tri-substituted, independently, with hydroxy, carboxy, lower alkyl, 
cycloalkyl. cycloalkyloxy, lower alkoxy, chloro, fluoro. trifluoromethyl and/or cyano. The ring(s) can alternatively be 
optionally monosubstituted with the group R a -Z-, where 2 is oxygen, sulfur, -CH=CH-, -CH 2 . carbonyl, a covalent bond, 
or nitrogen optionally substituted with lower alkyl, and R a is a monovalent aromatic carbocyclic, heteroaryl or heterocy- 
clo radical, or a combination thereof, having 1 or 2 rings, for exampl phenyl, pyridyl, thienyl, imidazolyl, furanyl, pyri- 
midinyl, benzothiophene, azanaphthalene, indolyl, phenyl-(furan-2-yl), phenyl-(thien-2-yl), phenyl-(thien-3-yl), phenyl- 
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(imidazol-2-yl), phenyKthiazol-2-yl), phenyl-(morpholin-2-yl). and phenyl-(oxazol-2-yl), (the ring(s) represented by R a 
b ing optionally mono-or disubstituted by hydroxy, carboxy, lower alkyl, lower alkoxy, halo, trrfluoromethyl and/or cyano). 
Examples of aryl substituted by R a -Z- are benzoyl, diphenylmethane, biphenyl, 6-methoxybiphenyl, 4-(4-methylphe- 
noxy)phenyl, 4-phenoxyphenyl, 2-thiophenoxyphenyl, 4-pyridethenyIphenyl, 4-(thiophen-2-yl)phenoxyphenyl > 4-(thi- 
ophen-3-yl)phenoxyphenyl, 4-(2-pyridyloxy)phenyl. 4-(5-chloro-2-pyridyloxy)phenyl. 4-(thiazol-5-yl)phenoxyphenyl, 4- 
(imidazol-2-yl)phenoxyphenyl, and the like. 

"Heteroaryl" refers to a monovalent aromatic carbocyclic radical having one or two rings incorporating one, two or 
three heteroatoms (chosen from N, O or S) within the ring(s), such as thiazole, oxazole, imidazole, thiophene. quinolyl, 
benzofuranyl, pyridyl, and indolyl, which can optionally be mono-, cfi- or tri-substituted, independently, with OH, COOK 
lower alkyl, lower alkoxy, halo, trifluoromethyl and/or cyano. 

"AralkyT refers to a radical of the formula R b -R c -, wherein R b is aryl as defined above and R c is alkylene as defined 
above, for example benzyl, phenylethylene, 3-phenylpropyl, biphenylpropyl. 

"Benzyloxycarbonyl" refers to a radical of the formula R d CH 2 OC(0)-, where is phenyl. "Benzyloxycarbo- 
nylamino" refers to a radical of the formula R d CH 2 OC(0)NH-, where is phenyl. 

"CycloalkyP means a saturated monovalent monocyclic hydrocarbon radical containing 3-8 carbon atoms, such as 
cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl, cycloheptyl and cyclooctyl. 

"Cycloalkylalkyl" means cycloalkyl as defined above attached to an alkylene radical as defined above. 

"Halo" refers to bromo, chloro or f luoro. 

"Heteroaralkyl" refers to a radical of the formula R e R c -, where R e is heteroaryl as defined above and R c is alkylene 
as defined above. 

"Heterocyclo" refers to a monovalent saturated carbocyclic radical, consisting of either a 5 to 7 membered mono- 
cyclic ring or a 9 to 14 membered bicyclic ring, substituted by one, two or three heteroatoms chosen from N, O, or S, 
optionally fused to a substituted or unsubstituted benzene ring. Examples of heterocyclo radicals are morpholino, pip- 
erazinyl, piperidinyl, pyrrolidinyl, tetrahydrothiopyranyl, tetrahydrothiopyranyl- 1,1 -dioxide, tetrahydropyranyl. and the 
like, which can be optionally substituted by one or more substituents independently selected from lower alkyl, lower 
alkoxy, alkylamino, alkylaminoalkyl, acyl valyl, alkylsulfonyl, dialkylamino. heteroaroyl, alkoxycarbonylalkyl, and an 
amino protecting group where appropriate (e.g. CB2, for example, 1-CB2-piperidin-4-yl). However, the definition "R 6 
and R together with the nitrogen to which they are attached represent a heterocyclo group" dearly can refer only to a 
heterocyclo group containing at least one nitrogen atom. 

"Hydroxylamino" refers to the group -NHOH. 

"BOC" refers to te/f-butoxycarbonyl. 

"CBZ" refers to benzyloxycarbonyl. 

"DCC" refers to 1 .3-dicydohexylcarbodiimide. 

"Valine amide" refers to the radical (CH3) 2 CHCH(NH2)C(0)NH-. 

"Optional* or "optionally" means that the subsequently described event of circumstances may or may not occur, and 
that the description includes instances where said event or circumstance occurs and instances in which it does not. For 
example, "optionally substituted phenyl or aryl" means that the phenyl or aryl moiety may or may not be substituted and 
that the description includes both substituted and unsubstituted phenyl. The phrase "optional pharmaceutical excipi- 
ents" indicates that a composition or dosage form so described may or may not include pharmaceutical excipients other 
than those specifically stated to be present, and that the formulation or dosage form so described includes instances in 
which optional excipients are present and instances in which they are not. 

"Amino-protecting group" as used herein refers to those organic groups intended to protect nitrogen atoms against 
undesirable reactions during synthetic procedures, and includes, but is not limited to, benzyl, acyl. benzyloxycarbonyl 
(carbobenzyloxy), p-methoxybenzyloxy-carbonyl, p-nitrobenzyloxycarbonyl, te/^butoxycarbonyl, trifluoroacetyl and 
the like. 

"Base" as used here includes both strong inorganic bases such as sodium hydroxide, lithium hydroxide, ammonium 
hydroxide, potassium carbonate and the like, and organic bases such as pyridine, diisopropylethylamine, 4-methylmor- 
pholine, triethylamine, dimethylaminopyridine and the like. 

"Pharmaceutical^ acceptable salt" refers to those salts which retain the biological effectiveness and properties of 
the free bases or free acids and which are not biologically or otherwise undesirable. If the compound exists as a free 
base, the desired acid salt may be prepared by methods known to those of ordinary skill in the art, such as treatment 
of the compound with an inorganic acids such as hydrochloric acid, hydrobromic add, sulfuric acid, nitric acid, phos- 
phoric acid and the like; or with an organic acids such as acetic acid, propionic acid, glycolic acid, pyruvic acid! oxalic 
acid, maleic add, malonic acid, succinic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, man- 
delic acid, methanesulfbnic acid, ethanesulfonic acid, p-toluenesulfonic acid, salicylic acid, and the like. If the com- 
pound exists as a free acid, the desired base salt may also be prepared by methods known to those of ordinary skill in 
th art, such as the treatment of the compound with an inorganic base or an organic base. Salts derived from inorganic 
bases include, but are not limited to, the sodium, potassium, lithium, ammonium, calcium, magnesium, iron, zinc, cop- 
per, manganese, aluminum salts and the like. Salts derived from organic bases include, but are not limited to, salts of 
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primary, secondary, and tertiary amines, substituted amines including naturally occurring substituted amines, cyclic 
amines and basic ion exchange resins, such as isopropylamine, trimethyiamine, diethylamine, triethylamine, tripro- 
pyf amine, ethanolamine, 2-dimethylaminoethanol, 2-diethylaminoethanol, trimethamine, dicyclohexylamine, lysine, 
arginine, histidine, caffeine, procaine, hydrabamine, choline, betaine, ethylenediamine, glucosamine, methylglucamine. 

5 theobromine, purines, piperaane, piperidine, /V-ethylpiperidine, polyamine resins and the like. 

"Pharmaceutical^ acceptable ester" as used herein refers for example to those non-toxic esters of a compound of 
Formula I where R 1 is hydroxy, and are famed by reaction of such compounds, by means well known in the art, with an 
appropriate alkanol of 1-8 carbon atoms, for example methanol, ethanol, n-propanol, isopropanol. n-butano). tert-buta- 
nol, /-butanol (or 2-methylpropanol), n-pentanol, n-hexanol, and the like. 

io The terms "inert organic solvent" or Inert solvent" mean a solvent inert under the conditions of the reaction being 
described in conjunction therewith, including, for example, benzene, toluene, acetonitrile, tetrahydrofuran fTHF"), N,N- 
dimelhylformamide ("DMF"), chloroform ("CHC^"), methylene chloride (or dichloromethane or "CH 2 CI 2 "), diethyl ether, 
ethyl acetate, acetone, methylethyl ketone, methanol, ethanol, propanol, isopropanol, ter/-butanol, dioxane, pyridine, 
and the like. Unless specified to the contrary, the solvents used in the reactions of the present invention are inert sol- 

15 vents. 

The compounds of this invention may possess one or more asymmetric centers; such compounds can therefore be 
produced as mixtures of stereoisomers or as individual (R )- or (S)- stereoisomers. The individual enantiomers may be 
obtained by resolving a racemic or non-racemic mixture of an intermediate at some appropriate stage of the synthesis. 
It is understood that the individual (fl)- or (S)-stereoisomers as well as racemic mixtures and other mixtures of stereoi- 
20 somers are encompassed within the scope of the present invention. 

The use of the symbol n (R)" or "(S)" preceding a substituent designates the absolute stereochemistry of that sub- 
stituent according to the Cahn-lngold-Prelog rules [see Cahn et al. p Angew. Chem. Inter. Edit, 5, 385 (1966), ertata p. 
511; Cahn et al., Angew. Chem,, 78. 413 (1966); Cahn and Ingold, J. Chem. Soc, (London), 612 (1951); Cahn et al., 
Experientia, 12, 81 (1956); Cahn J., Chem. Educ., 41, 1 16 (1964)]. Because of the interrelation of the designated sub- 
25 stituent with the other substituents in a compound having a or p prefixes, the designation of the absolute configuration 
of one substituent fixes the absolute configuration of all substituents in the compound and thus the absolute configura- 
tion of the compound as a whole. 

"Stereoisomers* are isomers that differ only in the way the atoms are arranged in space. 

"Enantiomers" are a pair of stereoisomers that are non-superimposable mirror images of each other. Enantiomers 
so rotate the plane of polarized light in opposite directions. The enantiomer that rotates the plane to the left is called the 
levo isomer, and is designated (-). The enantiomer that rotates the plane to the right is called the dextro isomer, and is 
designated (+). 

"Diastereoisomers" are stereoisomers which are not mirror-images of each other. 

"Racemic mixture" means a mixture containing equal parts of individual enantiomers. "Non-racemic mixture" is a 
35 mixture containing unequal parts of individual enantiomers. 

"Mammal" includes humans and all domestic and wild animals, including, without limitation, cattle, horses, swine, 
sheep, goats, dogs. cats, and the like. 

"Treating" or "treatment" as used herein cover the treatment of a disease-state in a mammal, particularly in a 
human, and include: 

40 

(i) preventing the disease-state from occurring in a mammal, in particular, when such mammal is predisposed to 
the disease-state but has not yet been diagnosed as having it; 

(ii) inhibiting the disease-state, i.e., arresting its development; or 

(iii) relieving the disease-state, i.e., causing regression of the disease-state. 

45 

The term "therapeutically effective amount" refers to that amount of a compound of Formula I that is sufficient to 
effect treatment, as defined above, when administered to a mammal in need of such treatment. The therapeutically 
effective amount will vary depending on the subject and disease state being treated, the severity of the affliction and the 
manner of administration, and may be determined routinely by one of ordinary skill in the art. 

50 

Nomenclature 

The compounds of Formula I, illustrated below, will be named using the indicated numbering system: 

55 
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A compound of Formula I wherein is Y is A/-hydroxylamino; R 1 and R 2 are hydrogen; R 3 is benzyl; R 4 is hydrogen; 
R 5 is 4-methoxyphenyl; and n is 2, is named 3-benzyl-3-(4-methoxyphenylsulfonyl)-A/-hydroxypropionamide. 

A compound of Formula I wherein Y is A/-hydroxylamino; R 1 and R 2 are hydrogen; R 3 and R 4 together with the car- 
bon to which they are attached represent tetrahydropyran-4-yl; R 5 is 4-(4-fluorophenoxy)phenyl; and n is 2, is named 
as an acetic acid derivative, i.e., 2-{4-[4-(4-fluorophenoxy)-phenylsulfony^ 

A compound of Formula I wherein Y is hydroxy; R 1 is hydrogen; R 2 is methyl; R 3 and R 4 together with the carbon 
to which they are attached represent 1-methylpiperidin-4-yl; R 5 is biphenyl; and n is 1 , is named 2-[4-(bipheny)-4-suKi- 
nyl)-1 -methylpiperidin-4-yl] -propionic acid. 

A compound of Formula I wherein Y is AZ-hydroxylamino; R 1 and R 2 together with the carbon to which they are 
attached represent tetrahydropyran-4-yl, R 3 and R 4 are hydrogen, R 5 is 4-(4-chlorophenoxy)-phenyl; and n is 2, is 
named 4-[4-(4-chlorophenoxy)-phenylsulfonylmethyl]-tetrahydropyran-4- (W-hydroxycarboxamide) . 

Synthetic Reaction Parameters 

Unless specified to the contrary, the reactions described herein take place at atmospheric pressure within a tem- 
perature range from 5°C to 100°C (preferably from 10°C to 50°C; most preferably at "room" or "ambient" temperature, 
e.g., 20°C). Further, unless otherwise specified, the reaction times and conditions are intended to be approximate, e.g., 
taking place at about atmospheric pressure within a temperature range of about 5°C to about 100°C (preferably from 
about 10°C to about 50°C; most preferably about 20°C) over a period of about 1 to about 10 hours (preferably about 5 
hours). Parameters given in the Examples are intended to be specific, not approximate. 

Amide couplings used to form the compounds of Formula I are generally performed by the carbodiimide method 
with reagents such as 1,3-dicyclohexylcarbodiimide or N-e%l-W'-(3^irnethylaminopropyl)-carbodiimide hydrochloride 
or alternatively 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (EDCI), in the presence of 1-hydroxyben- 
zotriazole hydrate (HOBT) in an inert solvent such as A/,A/-dimethylformamide (DMF) or methylene chloride (CH 2 CI 2 ). 
Other methods of forming the amide or peptide bond include, but are not limited to, synthetic routes via an acid chloride, 
acyl aztde, mixed anhydride or activated ester such as a p-nitrophenyl ester. Typically, solution phase amide couplings 
with or without peptide fragments are performed. 

The selection of amino protecting groups used in the preparation of compounds of Formula I is dictated in part by 
the particular amide coupling conditions, and in part by the components involved in the coupling. Amino-protecting 
groups commonly used include those which are well-known in the art, for example, benzyloxycarbonyl (carbobenzy- 
loxy) (CBZ), p-methoxybenzyloxycarbonyl, p-nitro-fcenzyloxycarbonyl, /V fe/?-butoxycarbony! (BOC), and the like. It is 
preferred to use either BOC or CBZ as the protecting group for the a-amino group because of the relative ease of 
removal by mild acids in the case of BOC, e.g., by trifluoroacetic add (TFA) or hydrochloric acid in ethyl acetate; or 
removal by catalytic hydrogenation in the case of 

PREPARATION QF CO MP OUNDS OF FORMULA I 

One method for preparing a compound of the Formula I, in particular wherein n is 1 or 2; Y is hydroxy or XONH-, 
where X is hydrogen or lower alkyl; R 1 is hydrogen or lower alkyl; R 2 is hydrogen, lower alkyl. aralkyl, cycloalkyf, 
cycloalkylalkyl, or heterocyclo; or R 1 and R 2 together with the carbon atom to which they are attached represent a 
cycloalkyl or heterocyclo group; R 3 is hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aralkyl, heteroaralkyl, or lower 
alkoxy; R 4 is hydrogen or lower alkyl; or R 2 and R 3 together with the carbons to which they are attached represent a 
cycloalkyl or heterocyclo group; or R 3 and R 4 together with the carbon to which they are attached represent a cycloalkyl 
or heterocyclo group; and R 5 is lower alkyl, aryl, aralkyl, heteroaryl, or heteroaralkyl; comprises contacting a compound 
of the Formula: 
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with an oxidizing agent. Suitable oxidation conditions are outlined in the description of reaction scheme VIII below. 

One method of preparing compounds of Formula I where n is 0, R 1 is hydrogen and R 2 is not -NR 6 R 7 is from the 
corresponding unsaturated acid of Formula (4), the preparation of which is shown below in Reaction Scheme I: 

REACTION gCHEMP I 

R 3 R 2 step 1 R 2 R 3 

0=< + )=pph 3 >=< 

R f-Bu0 2 C f-Bu0 2 C R 4 

d) (2) (3) 


(3) 


step 2 


R 2 R 3 

)=< 
H0 2 C R 4 

(4) 


Starting Materials 

Aldehydes and ketones of Formula (1) are commercially available, for example from Aldrich Chemical Co., or may 
be prepared as shown below, or prepared according to methods well known to those skilled in the art. The ylides of For- 
mula (2) are commercially available, for example, (tert-butoxycarbonyl methyl ene)triphenylphosphorane is available 
from Aldrich, or may be prepared by standard methods known to those skilled in the art, for example by reacting the 
appropriate bromo derivative of formula R 2 CHBrC0 2 -(terf-butyl) with triphenylphosphine, and reacting the resulting 
triphenylphosphonium bromide derivative with a strong base. 

Step 1 - Prep aration pf Co m p oun ds of Formula (3) 

In general, a solution of an aldehyde or ketone compound of Formula (1) is reacted in an inert organic solvent, for 
example benzene, with a compound of Formula (2) (or alternatively, the corresponding phosphonate, for example tri- 
methyl phosphonoacetate) for a period of 8 to 48 hours at 15°C to 30°C (aldehydes), preferably 20°C, or 70°C to 90°C 
(ketones), preferably 80°C, until starting material is consumed. The reaction product, an enoic ester of Formula (3), is 
isolated and purified by conventional means. 

Step 2 - Preparation of Compounds of Formula (4) 

The compound of Formula (3) is then hydrolyzed under acidic conditions, optionally in the presence of an inert sol- 
vent, e.g., treatment with trif luoroacetic acid in methylene chloride for about 20 minutes to 3 hours. The reaction is car- 
ried out at a temperature range from about 0°C to 40°C, preferably at about room temperature. In the case where 
trimethyl phosphonoacetat is used in Step 1 , a methyl ester is produced which may be hydrolyzed conventionally 
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under basic conditions, for example sodium hydroxide in aqueous m thanol or ethanol. The reaction product, an enoic 
acid of Formula (4), is isolated and purified by conventional means. 

Preparation of Compounds of Formula (41 where R 3 - and R 4 together with the Car bon to which thev are attached rep- 
resent a Piperidine Derivative 

The preparation of compounds of Formula (4) where R 3 and R 4 together with the carbon to which they are attached 
represent a piperidine derivative, represented below as a compound of Formula (4a), in general requires the protection 
of the NH group. An example is shown below in Reaction Scheme II. 


REACTION SCHEME TT 



da) + (2) 


step 1 



step 2 


fV C0 2 NBu 
(3a) 



Step 1 - Preparation ol Compounds of Formula (b) 

In general, a solution of a hydroxypiperidine compound of Formula (a) is protected by reaction of (a) in an inert 
organic solvent, for example tetrahydrof uran, in the presence of an excess of a tertiary base, for example triethylamine, 
with an equimolar amount of benzyl chlorofbrmate. The reaction is carried out in the temperature range from about 0°C 
to 40°C, preferably at about 25°C, for about 10 to 30 hours, preferably about 18 hours. The reaction product of Formula 
(b) is isolated and purified by conventional means. 

Step 2 : Preparation of Compounds of Formula (la) 

A compound of Formula (1a) is a compound of Formula (1) where R 3 and R 4 together with the carbon to which they 
are attached represent a protected piperidine derivative. 

In general, a solution of a compound of Formula (b) is oxidized to a ketone of Formula (1a) by reaction of (b) in an 
inert organic solvent, for example methylene chloride, with an oxidizing agent, for example pyridinium chlorochromate, 
preferably in the presence of an in rt support, for example Celite. The reaction is carried out in th temperature range 
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from about 0°C to 40°C, preferably at about 25°C, for about 10 to 30 hours, preferably about 18 hours. The reaction 
product of Formula (1a) is isolated and purified by conventional means. 

Alternatively, reaction of commercially available 4-piperidone monohydrate hydrochloride with benzyl chlorofor- 
mate under Schotten-Baumann conditions gives a compound of Formula (1a) in a single step. 

Preparation of Compound s of Formula (4) where R 3 and R 4 Together with the Carbon to which thev are attached Rep- 
resent a Pioericfine Derivative 

A compound of Formula (4) where R 3 and R 4 together with the carbon to which they are attached represent a pip- 
eridine derivative is represented as a compound of Formula (4a). 

The protected piperidine ketone of Formula (1a) is converted to (3a), which is hydrolyzed to (4a) as described in 
Reaction Scheme I, Steps 1 and 2. The compound of Formula (4a) is then converted to a compound of Formula I where 
n is 0 as described in Reaction Scheme III below. The benzyioxycarbonyl (CBZ) protecting group is removed by cata- 
lytic hydrogenation, to give a compound of Formula I where R 3 and R 4 together with the carbon to which they are 
attached represent piperidine. 

Preparation of Compounds of Formula ( 4) where R 3 and R 4 Together with the Carbon to which thev are attached Rep- 
resent a Pvran Derivative 

Compounds of Formula (4) where R 3 and R 4 together with the carbon to which they are attached represent a tet- 
rahydropyran derivative, represented as Formula (4b), are prepared similarly to the procedure shown above, starting 
from the corresponding 4-oxotetrahydropyran. The reaction is shown below in Reaction Scheme III and described in 
Example 3. 


REACTION SCHEME III 



The tetrahydropyran derivative of Formula (4b) is then converted to the corresponding compound of Formula I, i.e., 
a compound of Formula I where n is 0, as described in Reaction Scheme VII. 

Preparation of Compounds of Formula (4) where R 3 and R 4 Together with the Carbon to which thev are Attached rep- 
resent a Tetrahvdrothiopvran-1.1 -dioxide Derivative 

Compounds of Formula (4) where R 3 and R 4 together with the carbon to which they are attached represent a 
tetrahydrothiopyranl ,1 -dioxide derivative are prepared similarly to the procedure shown above, starting from the corre- 
sponding 4-oxotetrahydrothiopyran. 

The tetrahydrothiopyran-1,1 -dioxide derivative of Formula (4) is then converted to the corresponding compound of 
Formula I where n is 0 as described in Reaction Scheme III. 

Alternative Preparation of C ompounds of Formula I 

Another method of preparing compounds of Formula I where R 2 is not -NR 6 R 7 and R 3 and R 4 are both hydrogen 
is from the corresponding lactone of Formula (10). the preparation of which is shown below in Reaction Scheme IV. 
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REACTION SCHEME ™ 

R 1 R 2 R 1 R 2 pi d2 

o o o o 

( 7 ) (8) (9) 



Step 1 - Preparation of Compounds of Formula (8) 

The starting compounds of Formula (7) are commercially available, or may be prepared by means well known in 
the art starting from diethyl malonate, e.g., Gibson and Johnson, J. Chem. Soc., p2525 (1930), (other diesters may be 
employed in place of the diethyl ester if desired). In general, a solution of a compound of Formula (7) is dissolved in an 
inert aromatic solvent, preferably benzene or toluene, and cooled to about -40° to -20°C, preferably about -30°C. To this 
cold solution is added a suitable hindered reducing agent, preferably diisobutylaluminum hydride in an inert aromatic 
solvent, maintaining the temperature at no higher than about 25°C. After the addition is complete, the reaction is main- 
tained at about 15°C until all the starting material is consumed. After about 10 minutes the reaction is quenched by 
addition of a protic solvent, preferably ethanol, maintaining the temperature at no higher than about -15°C. Sodium 
borohydride is optionally added, but preferably the reaction is simply allowed to warm to about room temperature. The 
reaction product of Formula (8) is isolated and purified by conventional means. 

Step 2 - Preparation of Com pounds of Formula (9) 

In general, the compound of Formula (8) is hydrolysed with a base to form the hydroxymethyl acid of Formula (9). 

The compound of Formula (8) is dissolved in an aqueous protic solvent, preferably aqueous methanol, and reacted 
with about 3 molar equivalents of a base, for example potassium hydroxide or lithium iodide, followed by sodium cya- 
nide. The reaction is carried out in the temperature range from about 80°C to 120°C, preferably at about the reflux tem- 
perature of the solvent mixture, for about 8 hours. The reaction product of Formula (9) is isolated and purified by 
conventional means. 

Step 3 - Preparation of Compounds of Formula (10) 

In general, the compound of Formula (9) is dehydrated to form a lactone of Formula (10). 

To a mixture of the compound of Formula (9) and about 2 molar equivalents of a tertiary base, preferably triethyl- 
amine, optionally in the presence of 4-dimethylaminopyridine, in an inert solvent, for example, diethyl ether or dichlo- 
romethane, at about -20°C, is added about 1 molar equivalent of a dehydrating agent, for example 
trifluoromethanesulfonic anhydride, methanesulfonic anhydride, methanesulfonyl chloride, p-toluenesulfonyl chloride, 
benzenesulfonyl chloride, preferably benzenesulfonyl chloride. The reaction is carried out at about -10°C, for about 10 
minutes to 4 hours, preferably about 30 minutes. The reaction product of Formula (10) is isolated by conventional 
means synthesis without f urth r purification. 
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Preparation of Compounds of Formula (10) where R 1 and R 2 together with the Carbon to which they are attached Rep- 
resent a Tetrahvdropyran Derivative 

To give a specific example, th preparation of a compound of Formula (10) where R 1 and R 2 together with the car- 
bon to which they are attached represent a tetrahvdropyran derivativ (represented as Formula (10a)) is shown below 
in Reaction Scheme V, and described in Example 5. 


REACTION SCHEME V 



(10a) 

The starting compound of Formula (7a) is either commercially available or may be prepared as shown in Example 
31 A. Steps 1-3 are carried out in the same manner as shown in Reaction Scheme IV. 

Preparation of Compounds of Formula (10) where R 3 and R 4 are as Defined in the compounds of formula I 

The preparation of a compound of Formula (10) where R 3 and R 4 are as defined in the compounds of formula I, 
represented as Formula (10b) f is shown below in Reaction Scheme VI, and described in Example 5. 
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5 


70 


75 


20 


25 



(10b) 


30 

Step 1 - Preparation of Compounds of Formula (1 1) 

The compound of Formula (11), where R is Et, may be prepared from the compound of Formula (7) by decarboxy- 
35 lation. In general, the diester is reacted with a mixture of lithium iodide and sodium cyanide at about 130° to 140°C in a 
suitable solvent, for example N, N-dimethyHbrmamide, for about 24 hours. 

Step 2 - Preparation of Compounds of Formula (9b) 

40 In general, an anion of a compound of Formula (1 1), where R is H or lower alkyl, is reacted with a compound of the 
formula R 3 R 4 C=0 to form a hydroxy acid or hydroxy ester, respectively, of Formula (9b). 

A solution of the compound of Formula (11) in an anhydrous ethereal solvent, preferably tetrahydrofuran, is added 
to about 1.1 molar equivalent (when R is lower alkyl) or about 2 molar equivalents (when R is hydrogen) of a hindered 
base, preferably lithium diisopropylamide, in an anhydrous ethereal solvent, preferably tetrahydrofuran, at about 0°C. 

45 When the addition is complete, a small quantity of a polar solvent is optionally added, preferably hexamethylphospho- 
ramide. To this mixture is added an excess of a compound of the formula R 3 R 4 C=0. The addition is carried out at a tem- 
perature range of about -78 to 10°C, preferably at about -78°C when R 3 and R 4 are hydrogen, or preferably 0°C for 
ketones, followed by reaction at room temperature for about 2-24 hours, preferably about 10 hours. Where R in the 
starting material of Formula (1 1) is hydrogen, the reaction product of Formula (9b) is isolated and purified by conven- 

so tional means. Where R in the starting material of Formula (11) is lower alkyl, the reaction product of Formula (9b), 
where R = H, is obtained by hydrolyzing the ester product using a base, preferably lithium hydroxide, as described 
above, then isolating and purifying (9b) by conventional means. 

Step 3 - Preparation of Compounds of Formula (mb) 

55 

The compound of Formula (9b) is then converted to a compound of Formula (10b) in the same manner as 
described in Reaction Scheme IV. 

The method of Reaction Scheme VI can be used, for example, to prepare compounds of Formula (10) where R 1 
and R 2 taken together with the carbon to which they are attached is tetrahydrcpyran-4-yl, by starting with 4-carboxytet- 
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rahydropyran or an ester thereof, for example, the ethyl ester. Similarly, compounds of Formula (10) where R 1 and R 2 
taken together with the carbon to which they are attached is piperidin-4-yl or derivatives th reof, may be prepared by 
starting with l^nzyloxycarbonyl-4-c^rboxypiperidine, /V-(terMxrtc*ycarbon^ or an ester 

thereof, for example, the ethyl ester. 

5 

Alternative Preparation of Compounds of Formula I 

Compounds of Formula I can also be prepared from compounds of Formula (13), the preparation of which is shown 
below in Reaction Scheme Via, and described in Example 5A. 

w 

REACTION SCHEME VTA 


15 


20 


R 3 R 4 


step 1 


RO. 


(11) 


O X R 4 
(13) 


where R is hydrogen or lower alkyl, and X is halo or -p-tosyl. 
25 Step 1 • Preparation of Compounds of Formu la (13) from (11) 

The starting compounds of Formula (13) are commercially available, for example, an ester of commercially availa- 
ble chloropivalic acid may be prepared conventionally, or compounds of Formula (13) may be prepared by means well 
known in the art, for example, Gibson and Johnson, J. Chem. Soc, p2525 (1930). In general, an anion of a compound 
30 of Formula (1 1) is reacted with an alkyl dihalide to form a halo-substituted hydroxy acid ester of Formula (13). 

A solution of the compound of Formula (1 1) in an anhydrous ethereal solvent, preferably tetrahydrofuran, is added 
to about 1.1 molar equivalent (when R is lower alkyl) or about 2 molar equivalents (when R is hydrogen) of a hindered 
base, preferably lithium diisopropylamide, in an anhydrous ethereal solvent, preferably tetrahydrofuran, at about -100 to 
0°C, preferably at about -78°C. To this mixture is added an excess of an alkyl dihalide, preferably diiodomethane. The 
35 addition is carried out a temperature range of about -5° to 50°C for about 1-5 hours. The reaction product of Formula 
(1 3) is isolated by conventional means, and preferably used in the next step of the synthesis without further purification. 

It should be noted that a compounds of Formula (13) where X is p-tosyl, are obtained by tosylation by conventional 
means of compounds of Formula (8) or (9b) . 

40 Preparation of Compounds of Formula I 

The intermediates of Formulae (4), (10), and (13) may be converted to compounds of Formula I where Y is hydroxy 
and n is 0, designated as compounds of Formula la, as shown in Reaction Scheme VII below. 

REACTION SCHEME VII 


[(4) or (10) or (13)] + R^H ' ■ "VS^ 

Or 3 R 4 
la 

55 

where R is hydrogen or lower alkyl. 

Compounds of Formula (4) are either commercially available, for example from Aldrich, or may be prepared accord- 
ing to methods known to those skilled in the art. for example, as described by Mannich and Rister, Chem. Ber., 57, 1 1 16 
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(1 924) for acids wher R 3 and R 4 are each hydrogen, or may be prepared as described above, or as described in Exam- 
ple 3. Compounds of Formula (5) are commercially available, for example from Aldrich, Ruka, etc.), or may be prepared 
according to methods known to those skilled in the art, e.g., as described below in Example 4. 

Step 1 - Preparation of Compounds of Formula la from (4) 

Compounds of Formula I where n is 0 and Y is hydroxy, designated as compounds of Formula la, may be prepared 
by heating an enotc acid of Formula (4) with an equimolar amount of a thiol of Formula (5) in the presence of an approx- 
imately equimolar amount of a secondary amine, preferably piperidine. The reaction is carried out in the temperature 
range from about 70°C to 120°C, preferably at about 100°C, for about 1 to 24 hours, preferably about 3 hours. The 
sulfide reaction product, a compound of Formula la, is isolated and purified by conventional means. 

Step 1 - Preparation of Compounds of Formula la from (10) 

Compounds of Formula I where n is 0 and Y is hydroxy, designated as compounds of Formula la, may be prepared 
by reacting a lactone of Formula (10) with about 1.1 molar equivalents of an anion of a thiol of Formula (5) (generated 
by reaction of (5) with an alkaline metal hydride, preferably sodium hydride in a polar solvent, preferably N, A/-dimethyt- 
formamide). The reaction is carried out in a polar solvent, preferably N, N-dimethyHormamide, at a temperature range 
of about 0°C to 70°C, preferably at about 0° to 25°C. The sulfide reaction product, a compound of Formula la, is isolated 
and purified by conventional means. 

Step 1 - Preparation of Compounds o f Formula la from (13) 

Compounds of Formula I where n is 0 and Y is hydroxy or lower alkoxy, designated as compounds of Formula la, 
may be prepared by reacting an enoic acid ester of Formula (13) with about 1 . 1 molar equivalents of an anion of a thiol 
of Formula (5) (generated by reaction of (5) with an alkaline metal hydride, preferably sodium hydride in a polar solvent, 
preferably A/,A/-dimethylformamide). The reaction is carried out in a polar solvent, preferably A/,A/-dimethyHormamide, 
at a temperature range of about 30°C to 120°C, preferably at about 80°C, for about 10 minutes. The sulfide reaction 
product, a compound of Formula la, is isolated and purified by conventional means. 

Conversion of Compounds of Formula la to other Compounds of Formula I 

One method of converting compounds of Formula la to other compounds of Formula I is shown below in Reaction 
Scheme VIII. 
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REACTION SCHEME VIII 

R 1 R 2 

step 1 f-BuOHN^V /SR 5 

la + l^BuONH 2 *HCI Y/C 
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R 1 R 2 

lb ste P 2 ^BuOHN^>^S(0) n R 5 

Or3 R 4 
Ic 

R 1 R 2 

^ step 3 HOHN^>(^S(0)nR 5 

Or 3 R 4 
Id 


Step 1 - Preparation o1 Compounds of Formula )b 

In general, compounds of Formula I where n is 0 and Y is terf-BuONH-, designated as compounds of Formula Ib, 
are prepared by reacting a compound of Formula la with an excess of a 0-(te^butyl)-hydroxylamine hydrochloride and 
AZ-ethyl-A/'^S-dimethylaminopropylJ-carbodiimide hydrochloride (or other carbodiimide derivatives, for example 1,3- 
dicyclohexylcarbodiimide), in the presence of 1 -hydroxybenzotriazole hydrate and a tertiary base, for example dimeth- 
ylaminopyridine, triethylamine, 4-methylmorpholine, pyridine, or a mixture of such bases. The reaction is carried out in 
an inert solvent, preferably methylene chloride, in the temperature range from about 0°C to 40°C, preferably at about 
25°C, for about 10 to 30 hours, preferably about 18 hours. The A/-te/?-butoxy reaction product, a compound of Formula 
Ib, is isolated and purified by conventional means. 

Step 2 - Preparation of Compounds of Formula Ic where n is 1 

In general, compounds of Formula I where n is 1 and Y is tert-BuONH-, {i.e., sulfoxides), designated as compounds 
of Formula Ic, are prepared from compounds of Formula Ib by reaction with a mild oxidizing agent, for example sodium 
periodate or one equivalent of "OXONE"™ (potassium peroxymonosurfate, Aldrich Chemical Co.), until starting material 
can no longer be detected. The reaction is carried out in an inert solvent, preferably aqueous acetone, in the tempera- 
ture range from about 0°C to 40°C, preferably at about 25°C, for about 10 minutes to 4 hours, preferably about 30 min- 
utes. The suHoxide product, a compound of Formula Ic where n is 1 , is isolated and purified by conventional means. 

Step 2 - Pre parat i o n o f Co m pounds o f F ormula Ic where n i s 2 

In general, compounds of Formula I where n is 2, Y is terf-BuONH-, and R 1 is hydrogen {i.e., sulfbnes), designated 
as compounds of Formula Ic, are prepared from compounds of Formula Ib by reaction with about 1 -3 molar equivalents, 
preferably about 1 .5 molar equivalents, of a strong oxidizing agent, for example, m-chloroperbenzoic acid or OXONE. 
The reaction is carried out in an inert solvent, preferably a protic solvent, preferably aqueous methanol, in the temper- 
ature range from about 0°C to 40°C, preferably at about 25°C, for about 10 minutes to 4 hours, preferably about 2 hours. 
The sulfone product, a compound of Formula Ic where n is 2, is isolated and purified by conventional means. 
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Step 3 - Preparation of Compounds of Formula Id 

In general, compounds of Formula I where Y is HONH-, designated as compounds of Formula Id, are prepared by 
hydrolysing an AJ-terf-butoxy compound of Formula lb or Ic under acid conditions under conditions similar to that shown 
for the preparation of compounds of Formula (4) above, or using hydrochloric acid gas in a sealed tube in an inert sol- 
vent, for example, 1 ,2-c5cWoroethane. The hydroxyamino reaction product, a compound of Formula Id where Y is 
HONH-, is isolated and purified by conventional means. 

Alternative Method of Introduction of R 3 and R 4 into Compounds of Formula I 

An alternative method of introducing the groups R 3 and R 4 into compounds of Formula I is shown below in Reaction 
Scheme VIIIA. 

REACTION SCHEME VIHA 

RO v ><^S0 2 R 5 step 1 RO^X.SOaR 5 

O Or3 R 4 

lb 


Iw 


where R is hydrogen or lower alky!. 


Step 1 : Preparation of Compounds of Formula I w here n is 2. and R 3 is as defined in the compounds of formula I but is 
other than Hydrogen 

30 

The compounds of Formula I where n is 2, Y is hydroxy or alkoxy, R 3 is as defined in the compounds of formula I 
other than hydrogen, and R 1 , R 2 , and R 4 are defined in the compounds of formula I, designated as compounds of For- 
mula Iw are prepared by the alkylation of compounds of Formula I where both R 3 and R 4 are hydrogen. 

A solution of the compound of Formula Iw in an anhydrous ethereal solvent, preferably tetrahydrofuran, is added to 
35 a hindered base, preferably lithium diisopropylamide, in a manner similar shown above in Reaction Scheme VIA. To this 
mixture is added about 1 molar equivalent of an alkyl or aralkyl halide. The reaction addition is stirred for about 1-3 
hours, then stirred stirred for an additional 1-5 hours, preferably 3 hours, at about room temperature. The reaction prod- 
uct is isolated and purified by conventional means. 

R 4 may be introduced in the same manner as shown above. 
40 Compounds of Formula Iw can be converted to other compounds of Formula I as shown previously. 

Preferred Procedure for Preparing Compounds of Formula Id from Compounds o f Formula la 

A preferred method of converting compounds of Formula la to other compounds of Formula I is shown below in 
45 Reaction Scheme IX. 
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REACTION SCHEME DC 


R 1 R 2 R{ R 2 

ho vK^ sr5 step 1 c, v^>^ sr5 

Or3 R 4 Or 3 R 4 
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<12) s,ep 2 HOHM V-SRP 

Otf r 4 
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lba ste P 3 . mHN^X.S(0) n R 5 
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Id 


Step 1 - Preparation of Compounds of Formula Iba 

In general, an acid halide of a compound of Formula la, designated as compounds of Formula (12), is prepared by 
reacting a compound of Formula la with a halogenating agent. 

The compound of Formula la is reacted with an excess of a halogenating agent fa example oxalyl chloride, oxalyl 
bromide, phosphorous oxychoride, phosphorous trichloride, phosphorous perrtachloride, thionyl chloride, preferably 
oxalyl chloride in the presence of a small amount of N, A/-dimethylformamide as a catalyst. The reaction is carried out 
In an inert solvent, preferably methylene chloride, in the temperature range from about 0°C to 40°C, preferably at about 
25°C, for about 10 to 30 hours, preferably about 18 hours. The acid halide reaction product, a compound of Formula 
(12), is isolated by conventional means. 

S te p 2 - Preparation of Co m po und s of Formula , lo g 

Compounds of Formula I where n is 0 and Y is HONH-, designated as compounds of Formula Iba, may be prepared 
by reacting a compound of Formula (12) with about 1-5 molar equivalents, preferably about 3.5 molar equivalents, of N, 
0-bis(trimethylsilyl)-hydroxylamine, or more preferably aqueous hydroxylamine dissolved in a suitable solvent, for 
example a mixture of fert-butanolAetra-hydrofuran. The reaction is carried out in an inert solvent, preferably methylene 
chloride, in the temperature range from about 0°C to 25°C, preferably at about 25°C, for about 1-10 hours, preferably 
about 3 hours for N, 0-bis(trimethylsilyl)hydroxylamine, or about 1.5 hours for aqueous hydroxylamine. The N- 
hydroxamic acid product, a compound of Formula Iba, is isolated and purified by conventional means. 

Step 3 - Preparation of Compounds of Formula Id 

The compound of Formula iba is converted to a compound of Formula Id where n is 1 or 2 in the same manner as 
shown in Reaction Scheme VIII, steps 2 or 3, above. 
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Alternative Preparation of Compounds of Formula I 

It should be noted that the sequence of the steps in the above Reaction Schemes for the preparation of compounds 
of Formula Id may be changed. That is, a compound of Formula la may be oxidized first to a suifone, followed by con- 
5 version of the carboxy group to hydroxyamino as shown above, if so desired. 

Preparation of Compounds of Formula I where R 5 is Biphenvl 

Compounds of Formula I where R 5 is optionally substituted biphenyl are preferably prepared from compounds of 
w Formula la where R 5 is optionally substituted bromophenyl. For example, compounds where R 5 is 4-biphenyl can be 
prepared from compounds of Formula la where R 5 is 4-bromophenyl, represented below as a compound of Formula 
laa, as shown below in Reaction Scheme X. 


REACTION SCHEME X 



OR3 R 4 
Ih 

45 

Step 1 - Preparation of Compounds of Formula le 

so In general, compounds of Formula I where n is 2, Y is hydroxy, R 5 is 4-bromophenyl, and R 1 , R 2 , R 3 , and R 4 are 
as defined in the compounds of formula I, designated as compounds of Formula le, are prepared from compounds of 
Formula laa by reaction with a strong oxidizing agent in the same manner as shown above in Reaction Scheme VIII, 
Step 2. 

55 gtep 2 - Preparation of Qprnpounp's of Formula If 

In general, compounds of Formula I where n is 2, Y is hydroxy, R 5 is biphenyl, and R 1 . R 2 , R 3 , and R 4 are as defined 
in the compounds of formula I. designated as compounds of Formula If, are prepared by reacting a compound of For- 
mula le with phenylboronic acid and zero-valent palladium catalysts, preferably tetrakis(triphenylphosphine)palladium. 
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The reaction is carried out in a protic solvent, preferably a mixture of ethanol and benzene, in the temperature range 
from about 30°C to 100°C, preferably at about 80°C. When the desired temperature is reached, aqueous 2M sodium 
carbonate is added, and ref luxing continued for about 1 -8 hours, preferably about 2 hours. The reaction product, a com- 
pound of Formula If, is isolated by conventional means and preferably purified using preparative TLC. 

Step 3 : Preparation of Compounds of Formula Ih 

In general, compounds of Formula I where n is 2, Y is HONH-, R 5 is biphenyl, and R 1 , R 2 , R 3 , and R 4 are as defined 
in the compounds of formula I, designated as compounds of Formula Ih, may be prepared from the corresponding com- 
pounds of Formula If in the same manner as shown above in Reaction Scheme VIII, or preferably as shown in Reaction 
Scheme IX or X. 

To prepare compounds of Formula I where R 5 is substituted biphenyl, a compound of Formula laa optionally sub- 
stituted on the 4-bromophenyl ring is reacted with an optionally substituted boronic acid in the same manner as shown 
above. 

Preparation of Compounds of Formula I where R 5 is Diphenylsulf ide 

Compounds of Formula I where R 5 is optionally substituted diphenylsulf ide are preferably prepared from the corre- 
sponding compounds of Formula le, i.e., compounds of Formula I in which R 5 is optionally substituted 4-bromophenyl, 
prepared as in Reaction Scheme X. For example, compounds where R 5 is 4-diphenylsulf ide can be prepared from com- 
pounds of Formula le as shown below in Reaction Scheme XL 

REACTION SCHEME XT 


le 


R 1 R 2 JLj 
ste P 1 HO^^X^SOs 

OR3 R 4 


li 


R^ R 2 XX 

step 2 HOHN v ><.S0 2 
Or 3 R 4 


Step 1 - Preparation of C ompounds of Formula li 

In general, compounds of Formula I where n is 2, Y is hydroxy, R 5 is 4-diphenylsulf ide, and R 1 , R 2 , R 3 , and R 4 are 
as defined in the compounds of formula I, designated as compounds of Formula li, are prepared from compounds of 
Formula le by heating an anion of thiophenol (preferably prepared in situ, for example, by treatment of thiophenol with 
sodium or potassium hydride, preferably potassium hydride, in a polar solvent, preferably A/,A/-dimethylformamide. The 
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reaction is carried out in a polar solvent preferably A/,/V-dimethylformamide, in the temperature range from about 30°C 
to 100°C. preferably at about 75°C, for about 4-48 hours, preferably about 18 hours. The reaction product, a compound 
of Formula li, is isolated by conventional means and preferably purified using preparative TLC. 

Step 2 - Preparation of Compounds of Formula lj 

In general, compounds of Formula I where n is 2, Y is HONH-, R 5 is 4-diphenylsuffide, and R 1 , R 2 , R 3 , and R 4 are 
as defined in the compounds of formula I, designated as compounds of Formula lj, are prepared from the corresponding 
compounds of Formula li in the same manner as shown above in Reaction Scheme VIII, or preferably as shown in 
Reaction Scheme IX or X. 

To prepare compounds of Formula I where R 5 is substituted 4-diphenylsulf ide, a compound of Formula le optionally 
substituted on the 4-bromophenyl ring is reacted with an optionally substituted anion of thiophenol in the same manner 
as shown above. 

Preparation of Compounds of Formula I where R 5 is 4'f4-fthioohen-2-vl)phenoxvlphenyl 

Compounds of Formula I where R 5 is optionally substituted 4-[4-(4-thiophen-2-yl)phenoxy]phenyl are prepared 
from the corresponding compounds of Formula I where R 5 is optionally substituted 4-(4-bromophenoxy)phenyl. This 
reaction is shown in Reaction Scheme XIA. 

SCHEME XIA 



Ifa Ifb 


Preparation of Compounds of Formula Ifb 

The 4-bromo group of the compound of Formula (Ifa), which may be prepared by methods analogous to those pre- 
viously shown, or as described in Example 16D, is displaced to give a compound of Formula Mb, using the same proce- 
dure as described in Reaction Scheme X, step 2. 

The compound of Formula (Ifa) is reacted similarly in order to introduce other aryl or heteroaryl groups. 

Reduction of a compound of Formula Ifa with palladium and hydrogen replaces the bromo group by hydrogen. 

Preparation of Compounds of Formula I where R 5 is 1.2-Diphenvfethene 

Compounds of Formula I where R 5 is optionally substituted 1 ,2-diphenylethene are preferably prepared from the 
corresponding compounds of Formula I where R 5 is optionally substituted 4-bromophenyf, as prepared in Reaction 
Scheme X. For example, compounds where R 5 is 4-diphenylethene can be prepared from compounds of Formula le as 
shown below in Reaction Scheme XII. 
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REACTION SCHEME XII 
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70 
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step 1 


HO. 



15 


Ik 


20 Step 1 - Preparation of Compounds of Formula Ik 

In general, compounds of Formula I where Y is hydroxy, R 5 is 4-(1,2-diphenylethene), and R 1 , R 2 , R 3 , and R 4 are 
as defined in the compounds of formula I, designated as compounds of Formula Ik, are prepared by reacting a com- 
pound of Formula le with an optionally substituted styrene in the presence of a hindered tertiary organic base, for exam- 

25 pie diisopropylethylamine, and palladium diacetate, and trimethylphenylphosphine or other triphenylphosphine 
derivatives, preferably trimethylphenylphosphine or tetrakis(triphenylphosphine)-palladium(0). The reaction is carried 
out in the absence of solvent, in the temperature range from about 30°C to 100°C, preferably at about 80°C, for about 
4-48 hours, preferably about 16 hours. The reaction product, a compound of Formula Ik, is isolated by conventional 
means and preferably purified using preparative TLC. 

30 Conversion of the carboxylic acid of Formula Ik to its hydroxyamino equivalent is carried out in the same manner 
as shown above in Reaction Scheme VIII, or preferably as shown in Reaction Scheme IX or X. 

Preparation of Compounds of Formula I where R 3 and R 4 together with the Carbon to which they are attached repre- 
sent an N-Substituted Piperidine, Derivative 


The preparation of compounds of Formula I where R 1 and R 2 or R 3 and R 4 together with the carbon to which they 
are attached represent an A/-substituted piperidine derivative are prepared from the corresponding unsubstituted pipe- 
ridine derivative. This procedure is exemplified by reference to a compound of Formula I where R 3 and R 4 together with 
the carbon to which they are attached represent an A/-substituted piperidine derivative, designated as compounds of 
40 Formula II, as shown below in Reaction Scheme XIII. 
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REACTION SCHEME Xin 



30 Step 1 - Preparation of Compounds o1 Formula lm 

Compounds of Formula I where Y is f-BuONH-, R 1 and R 2 are as defined in the compounds of formula I, and R 3 
and R 4 together with the carbon to which they are attached represent an A/-substituted piperidine derivative, are desig- 
nated as compounds of Formula lm. 

35 In general, compounds of Formula lm are prepared by reacting a compound of Formula II with a compound of the 
formula RX, where R is lower alkyl, cycloalkylalkyl, acyl, alkoxycarbonylalkyl, picolyl, -SOgR 3 , where R a is lower alkyi or 
-NR b R c , where R b and R c are independently hydrogen or lower alkyl; and the like, and X is chloro, bromo or iodo; for 
example, RX may be methyl iodide, cyclopropylmethyl bromide, 3-picolyl chloride, ethyl bromoacetate, bromoaceta- 
mide, acetyl chloride, dimethylaminosulfonyl chloride, in the presence of a base, for example triethylamine or potassium 

40 carbonate. The reaction is carried out in a polar solvent, preferably A/,A/-dimethytformamide, in the temperature range 
from about 0°C to 50°C, preferably at about 25°C, for about 4 to 48 hours, preferably about 16 hours. The reaction prod- 
uct, a compound of Formula lm, is isolated by conventional means and preferably used with no further purification. 

Alternatively, a reductive alkylation may be carried out on a compound of Formula II to give a compound of Formula 
lm. For example, reducing a compound of Formula II in acetone in the presence of a catalyst, for example palladium on 

45 carbon, under hydrogen gives an N-isopropyl derivative of Formula lm. 

Step 2 - Preparation of Co m p oun d s of Formula. In 

Compounds of Formula I where Y is HONH-, R 1 and R 2 are as defined in the compounds of formula I, and R 3 and 
so R 4 together with the carbon to which they are attached represent an A/-substituted piperidine derivative, are designated 
as compounds of Formula In. 

In general, compounds of Formula In are prepared from a compound of Formula lm by reaction with a strong acid, 
preferably hydrochloric acid. The reaction is carried out in a sealed tube in an inert solvent, preferably 1 ,2-dichlo- 
roethane, in the temperature range from about 0°C to 45°C, preferably at about 20°C, for about 10 to 72 hours, prefer- 
55 ably about 48 hours. The reaction product, a compound of Formula In, is isolated and purified by conventional means, 
preferably by chromatography. 
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Preparation of Compounds of Formula I where R 2 is -NR 6 R 7 

Compounds of Formula I where R 2 is -NR 6 R 7 , in which R 6 is hydrogen and R 7 is CBZ, where CBZ represents ben- 
zyloxycarbonyl, and R 1 , R 3 and R 4 are hydrogen, shown below, for example, as Formulae !p and Iq, are prepared by a 
5 different route, as shown in Reaction Schemes XIV, XV, and XVI. This route provides compounds of Formula lab, opti- 
cally pure or as racemic mixtures, depending upon the chirality of the starting lactone. 


REACTION SCHEME XIV 
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Step 1 - Preparation of Compounds of Formula lab 

In general, compounds of Formula la where Y is hydroxy, R 2 is -NR 6 R 7 in which R 6 is hydrogen and R 7 is CBZ, 
25 where CBZ represents benzyloxycarbonyl, and R 1 , R 3 and R 4 are hydrogen, designated as compounds of Formula lab, 
are prepared by treating an anion of a thiol of Formula (5) (preferably prepared in situ, for example, by treatment of For- 
mula (5) with sodium or potassium hydride, preferably potassium hydride, in a polar solvent, preferably N, N- 
dimethyHormamide) with a lactone of Formula (6). The reaction is carried out in a polar solvent, preferably N, /v-dimetrv 
ylformamide, in the temperature range from about 0°C to 40°C, preferably at about 25°C, for about 5 minutes to 10 
30 hours, preferably about 30 minutes to 6 hours. The sulfide reaction product, a compound of Formula lab, is isolated by 
conventional means and preferably used directly in the next step. 

Preparation of Compounds of Formula I where R 2 is -NR 6 R 7 

35 Compounds of Formula I where R 2 is -NR 6 R 7 , in which R 6 is hydrogen and R 7 is CBZ, where CBZ represents ben- 
zyloxycarbonyl, and R 1 , R 3 and R 4 are hydrogen, are prepared from compounds of Formula lab as shown below in 
Reaction Scheme XV. 
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REACTION SCHEME XV 
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Step 1 - Preparation of Compounds of Formula lo 

Compounds ol Formula I where Y is tert-BuONH-, R 2 is -NHCBZ where CB2 represents benzyloxycarbonyl, and 
35 R 1 , R 3 and R 4 are hydrogen, designated as compounds of Formula lo. are prepared as shown in the same manner as 
shown in Reaction Scheme VIII, or preferably as shown in Reaction Scheme IX or X. 


Step 2 - Preparation of Compounds of Formula lp 


40 Compounds of Formula lp where n is 2, Y is terf-BuONH-, R 2 is -NHCBZ where CBZ represents benzyloxycarbo- 
nyl, and R\ R 3 and R 4 are hydrogen, designated as compounds of the Formula lp, are prepared in the same manner 
as shown in Reaction Scheme VIII, or preferably as shown in Reaction Scheme IX or X. 


Ste p 3 - Preparation of Co m pQung's of Formula l q 

45 

Compounds of Formula I where n is 2, Y is HONH-, R 2 is -NHCBZ where CBZ represents benzyloxycarbonyl, and 
R 1 , R 3 and R 4 are as defined in the compounds of formula 1, designated as compounds of the Formula lq, are prepared 
by hydrolyzing a compound of Formula lp in the same manner as shown above in Reaction Scheme VIII, or preferably 
as shown in Reaction Scheme IX or X. 

50 

Preparation of Compounds of Formula I where R 2 is -NR 6 R 7 

Compounds of Formula I where R 2 is -NR 6 R 7 , in which R 6 and R 7 are both hydrogen, and R 1 , R 3 and R 4 are hydro- 
gen, are prepared from compounds of Formula lp as shown below in Reaction Scheme XVL 

55 
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REACTION SCHEME XVI 
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Ste p 1 ; Prep aration Qf Compounds qf Formula Ir 


In general, compounds of Formula I where n is 2, Y is te/7-BuONH-, R 2 is -NH 2 , and R 1 , R 3 and R 4 are hydrogen, 
designated as compounds of Formula Ir, are prepared by reducing a compound of Formula Ip using a metal catalyst, 
preferably palladium on carbon. The reaction is carried out under hydrogen at about 1 atmosphere, in a orotic solvent, 
preferably ethanol, in the temperature range from about 0°C to 40°C, preferably at about 25°C. for about 4 to 48 hours, 
30 preferably about 18 hours. The /V-ferf-butoxy reaction product, a compound of Formula Ir, is isolated and purified by 
conventional means. 

Step 2 - Preparation of Compounds of Formula Is 

35 In general, compounds of Formula I where n is 2, Y is HONH-, R 2 is -IMFfe, and R 1 , R 3 and R 4 are hydrogen, des- 
ignated as compounds of Formula Is, are prepared by reacting a compound of Formula Ir with a strong acid, preferably 
hydrochloric acid. The reaction is carried out in a sealed tube in an inert solvent, preferably 1 ,2-dichloroethane, in the 
temperature range from about -10°C to 40°C, preferably at about 25°C, for about 4 to 48 hours, preferably about 18 
hours. The hydroxyamino reaction product, a compound of Formula Is, is isolated and purified by conventional means, 

40 preferably as its hydrochloride salt. 

Preparation of Compounds of Formula I where R 2 is -NR 6 R 7 

Alternatively, the compound of Formula Ir can be used to produce other compounds of Formula I where R 6 and/or 
45 R 7 are as defined in the Summary of the invention, but not both hydrogen. For example, the preparation of a compound 
of Formula I where R 2 is valine amide is shown below in Reaction Scheme XVII. 
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REACTION SCHEME XVTT 



Step 1 - Preparation of Compounds of Formula It 

45 In general, compounds of Formula I where n is 2, Y is fert-BuONH-, R 2 is 2-(S)-CBZ-valine amide, i.e., where R 6 
is hydrogen and R 7 is 2-(S)-CBZ-3-methyl-1-butanoyl, where CBZ represents benzyloxycarbonyl, and R 1 , R 3 and R 4 
are hydrogen, designated as compounds of Formula It, are prepared by reacting a compound of Formula Ir with CBZ- 
(S)-valine in the presence of A/-ethyl-A/ -(3-dimethylaminopropyl)-carbodiimide and 1-hydroxybenzotriazole and a slight 
excess of a tertiary amine, preferably triethylamine. The reaction is carried out in an inert solvent, preferably methylene 

so chloride, in the temperature range from about 0°C to 40°C, preferably at about 25°C, for about 6-48 hours, preferably 
about 16 hours. The reaction product, a compound of Formula It, is isolated by conventional means, and is preferably 
used in the next step without further purification. 


Step 2 - Preparation of Compounds of Formula lu 

In general, compounds of Formula I where n is 2, Y is ferf-BuONH-, R 2 is 2-(S)-amino-valine amide, i.e., where R 6 
is hydrogen and R 7 is 2-(S)-amino-3-methyM -butanoyl, and R 1 , R 3 and R 4 are hydrogen, designated as compounds of 
Formula It, are prepared by reducing a compound of Formula It using a metal catalyst, preferably palladium on carbon. 
The reaction is carried out under hydrogen at about 1 atmosph re, in a protic solvent, preferably a mixture of methanol 
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and ethanol, in the temperature rang from about 0°C to 40°C, preferably at about 25°C, for about 1 to 8 hours, prefer- 
ably about 3 hours. The reaction product, a compound of Formula lu, is isolated and purif ied by conventional means, 
preferably chromatography. 

5 Step 3 - Preparation of Compounds of Formula Iv 

In general, compounds of Formula I where n is 2, Y is HOIMH-, R 2 is 2-(S)-amino-valine amide, i.e., where R 6 is 
hydrogen and R 7 is 2-(S)-amino-3-methyl-1-butanoyl, and R 1 , R 3 and R 4 are hydrogen, designated as compounds of 
Formula Iv, are prepared by reacting a compound of Formula lu with a strong acid, preferably hydrochloric acid. The 
70 reaction is carried out in a sealed tube in an inert solvent, preferably 1 ,2-dichloroethane, in the temperature range from 
about -20°C to 40°C, preferably at about 25°C, for about 4 to 48 hours, preferably about 24 hours. The hydroxyamine 
reaction product, a compound of Formula Iv, is isolated and purified by conventional means, preferably as its hydrochlo- 
ride salt. 

15 Preparation of Compounds of Formula I where R 2 is -NR 6 R 7 

In a manner similar to that shown above, compounds of Formula I where R 2 is -NR 6 R 7 , in which R 6 and R 7 are both 
methyl, are prepared by reacting a compound of Formula Ir in a polar solvent, preferably /V^-dimethylformamide, with 
about two equivalents of methyl iodide in the presence of a base, preferably potassium carbonate, then treating the 
20 product with hydrochloric acid gas as shown in Step 3 above. 

Preparation qf Compound? pf Fprmula. I where R 2 is -NR 6 R 7 

In a manner similar to that shown above, compounds of Formula I where where R 2 is -NR 6 R 7 , in which R 6 is hydro- 
ps gen and R 7 is -NHS02N(CH 3 ) 2 , are prepared by reacting a compound of Formula Ir with about one equivalent of 
dimethylsulfamoyl chloride in an inert solvent preferably methylene chloride, in the presence of a base, preferably pyri- 
dine, then treating the product with hydrochloric acid gas as shown in Step 3 above. 

Similarly, the compound of Formula Ir can be used to produce other compounds of Formula I where R 6 and/or R 7 
are as defined in the Summary of the invention, but not both hydrogen, in the same manner as shown in Reaction 
30 Scheme XVII above. 

Isolation and Purification of the Compounds 

Isolation and purification of the compounds and intermediates described herein can be effected, if desired, by any 
35 suitable separation or purification procedure such as, for example, filtration, extraction, crystallization, column chroma- 
tography, thin-layer chromatography, thick-layer chromatography, preparative low or high-pressure liquid chromatogra- 
phy or a combination of these procedures. Specific illustrations of suitable separation and isolation procedures can be 
had by reference to the Examples hereinbelow. However, other equivalent separation or isolation procedures could, of 
course, also be used. 

40 

Salts of Compounds of Formula I 

Some of the compounds ol Formula I may be converted to a corresponding acid addition salt by virtue of the pres- 
ence of basic nitrogen atoms. The conversion is accomplished by treatment with at least a stoichiometric amount of an 

45 appropriate acid, such as hydrochloric acid, hydrobromic acid, sulfuric acid, nitric acid, phosphoric acid and the like, and 
organic acids such as acetic acid, propionic acid, glycolic acid, pyruvic acid, oxalic acid, malic acid, malonic acid, suc- 
cinic acid, maleic acid, fumaric acid, tartaric acid, citric acid, benzoic acid, cinnamic acid, mandelic acid, methanesul- 
fonic acid, ethanesulfonic acid, p-toJuenesulfonic acid, salicylic acid and the like. Typically, the free base is dissolved in 
an inert organic solvent such as diethyl ether, ethyl acetate, chloroform, ethanol or methanol and the like, and the acid 

so added in a similar solvent. The temperature is maintained at 0° to 50°C. The resulting salt precipitates spontaneously 
or may be brought out of solution with a less polar solvent. 

In summary, the compounds of the present invention are made by the procedures outlined below: 

1 . A process for preparing compounds of Formula I where R 1 is hydrogen comprises: 

55 

reacting a compound of the formula: 
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H0 2 C 



where R 2 t R 3 and R 4 are as defined in the compounds of formula I, except that R 2 cannot be -NR 6 R 7 ; 

with a compound of the formula R 5 SH, where R 5 is as defined in the compounds of formula I, in the presence of a 
secondary base. 

2. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 



0 R 3 R* 


where R 1 , R 2 , R 3 , R 4 and R 5 are as defined in the compounds of formula I, 


with a mild oxidizing agent, for example, sodium periodate. 

3. Alternatively, a process for preparing compounds of Formula I comprises: 


reacting a compound of the formula: 



R 1 R 2 


where R 1 , R 2 , R 3 P R 4 and R 5 are as defined in the compounds of formula I, 


with a strong oxidizing agent, for example, OXONE or m-chloroperbenzoic acid. 

4. Alternatively, a process for preparing compounds of Formula I where n is 2 comprises: 


reacting a compound of the formula: 



where R 1 , R 2 , R 3 , R 4 and R 5 are as defined in the compounds of formula I, 


with a strong oxidizing agent, for example, OXONE or m-chloroperbenzoic acid. 
5. Alternatively, a process for preparing compounds of Formula I comprises: 
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reading a compound of the formula: 

R 1 R 2 
HO c/m d5 


]TX S( ° )nR£ 

OR3 R 4 


where n, R 1 , R 2 , R 3 , R 4 and R 5 are as defined in the compounds of formula I, 

with 0-(ferf-butyl)hydroxylamine hydrochloride in the presence of a carbodiimide. for example, A/-ethyl-A/'-(3- 
dimethylaminopropyl)-carbodiimide hydrochloride, and a tertiary amine. 

6. Alternatively, a process for preparing compounds of Formula I comprises: 

reacting a compound of the formula: 

R 1 R 2 
CI^X^S(0) n R 5 

Or3 R 4 

where n, R 1 , R 2 , R 3 , R 4 and R 5 are as defined in the compounds of formula I, 

with hydroxylamine or A/,0-bistrimethylsilyl hydroxylamine. 

7. Alternatively, a process for preparing compounds of Formula I comprises: 

hydrolysing a compound of the formula: 


^BuOHN^>^S(0) n R 6 

OR3 R 4 

where n, R 1 , R 2 , R 3 R 4 and R 5 are as defined in the compounds of formula I, 

under acid conditions, for example, with hydrochloric acid or trifluoroacetic acid. 
8. Alternatively, a process for preparing compounds of Formula I comprises: 

reacting a compound of the formula: 


R 1 R 2 
f-BuOHN S(0) n R 5 


where n, R 1 , R 2 and R 5 ar as defined in the compounds of formula I. except that R 2 cannot be -NR 6 R 7 ; 
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with a compound of the formula RX, where R is lower alkyl, cycloalkylalkyl, acyl, alkoxycarbonylalkyl, acetamido, 
picolyl, -S0 2 R a . where R a is lower alkyl or NR b R c , where R b and R c are independently hydrogen or lower alkyl; and 
X is chloro, bromo or iodo. 

9. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 


R 1 R 2 
f-BuOHN ^>\s S <°)n R5 


! 0 


where n, R 1 , R 2 and R 5 are as defined in the compounds of formula I, except that R 2 cannot be -NR 6 R 7 ; 

with acetone under hydrogen in the presence of a catalyst, for example, palladium on carbon, to give the A/-isopro- 
pyl derivative. 

10. Alternatively, a process for preparing compounds of Formula I comprises: 


reacting a compound of the formula: 


NHCBZ 


o=4 


with an anion of a compound of the formula R 5 SH, where R 5 is as defined in the compounds of formula I. 
11. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 

NH 2 

^BuOHN^A^S(0) n R 5 
O 


where R 5 is as defined in the compounds of formula I, with an acylating agent, for example CBZ-(S)-valine in 
the presence of A/-ethyl-/V'-(3-dimethylaminopropyl)-carbodiimide and 1 -hydroxybenzotriazole and a tertiary 
amine, or an alkylating agent, for example, methyl iodide in the presence of a base or a suKamoyl halide, such 
as dimethylsulfamoyl chloride in the presence of a base. 

12. Alternatively, a process for preparing compounds of Formula I comprises: 

reacting a compound of the formula: 
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where R 1 , R 2 R 3 and R 4 are as defined in the compounds of formula I, except that R 2 cannot be -NR 6 R 7 ; 

with a compound of the formula R 5 SH, where R 5 is as defined in the compounds of formula I, in the presence of a 
secondary base. 

13. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 

R 1 R 2 

OR3 R 4 


with an anion of a compound of the formula R 5 SH, where R 5 is as defined in the confounds of formula I. 

14. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 

RO^X^SOzR 5 
O 

with an alkyl or aralkyl halide in the presence of a hindered base. 

15. Alternatively, a process for preparing compounds of Formula I comprises: 
reacting a compound of the formula: 


r w r2 XX 

H °TX S ° 2 

OR3 R 4 


XT 


with a compound of the formula R 11 B(OH) 2 or R 11 SnMe 3 . where R 11 is aryl or heteroaryl, in the presence of 
tetrakis(triphenylphosphine)-palladium(0). 
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The compounds of Formula I inhibit mammalian matrix metalloproteases, such as the stromelysins, gelatinases, 
matrilysin and collagenases, and are therefore useful as therapeutically active substances, especially for treating dis- 
eases associated with the MMP-induced excessive degradation of matrix and connective tissue within the mammal, for 
xample. arthritic diseases (rheumatoid arthritis and osteoarthritis), multiple sclerosis, bone resorptive diseases (such 
as osteoporosis), the enhanced collagen destruction associated with diabetes, chronic obstructive pulmonary disease, 
cerebral hemorrhaging associated with stroke, periodontal disease, corneal ulceration, ulceration of the skin, tumor 
invasion and metastasis, and aberrant angiogenesis. 

The compounds of Formula I substantially inhibit the release of tumor necrosis factor (TNF) from cells, and are 
therefore useful for the treatment of conditions mediated by TNF, for example inflammation, fever, cardiovascular 
effects, hemorrhage, coagulation and acute phase response, cachexia and anorexia, acute infections, shock states, 
restinosis, aneurysmal disease, graft versus host reactions and autoimmune disease. 

The compounds of Formula I also inhibit the release of other biologically active molecules from cells, including sol- 
uble receptors (CD30 and receptors for TNF (p55 and p75). IL-6, IL-1 and TSH), adhesion molecules (e.g., L-selection, 
ICAM-1, fibronectin) and other growth factors and cytokines, including Fas ligand, TGF-a, EGF, HB-EGF, SCF and M- 
CSF Inhibition of the release or shedding of such proteins, and are therefore useful for treating a number of disease 
states, for example rheumatoid arthritis, multiple sclerosis, vascular disease, Type II diabetes, HIV, cachexia, psoriasis, 
allergy, hepatitis, inflammatory bowel disease, and cancer. 

The ability of the compounds of Formula I to inhibit matrix metalloprotease activity, such as the activity of colla- 
genase-1, -2 and -3, stromelysin-1 , gelatinases A and B, and matrilysin may be demonstrated by a variety of in vitro 
assays known to those of ordinary skill in the art, such as the assay described in the MMP Enzymatic Assay described 
in FEBS, 296, 263 (1992) or modifications thereof. The ability of the compounds of Formula I to inhibit MMP mediated 
processes in vivo may be tested using the interleukin-1 stimulated cartilage explant assay and cartilage plug implanta- 
tion assay. 

The ability of the compounds of Formula I to inhibit the release of TNF as shown in Examples 45 to 47. 

The present invention also relates to a pharmaceutical composition comprising a pharmaceutical^ acceptable non- 
toxic excipient and a therapeutically effective amount of a compound of formula I. 

Administration of the compounds of Formula I or their pharmaceutical^ acceptable salts, in pure form or in an 
appropriate pharmaceutical composition, can be carried out via any of the accepted modes of administration or agents 
for serving similar utilities. Thus, administration can be, for example, orally, nasally, parenterally, topically, transdermal!* 
or rectally, in the form of solid, semi-solid, lyophilized powder, or liquid dosage forms, such as for example, tablets, sup- 
positories, pills, soft elastic and hard gelatin capsules, powders, solutions, suspensions, or aerosols, or the like, prefer- 
ably in unit dosage forms suitable for simple administration of precise dosages. The compositions will include a 
conventional pharmaceutical carrier or excipient and a compound of Formula I as the/an active agent, and, in addition, 
may include other medicinal agents, pharmaceutical agents, carriers, adjuvants, etc. 

Generally, depending on the intended mode of administration, the pharmaceutical ly acceptable compositions will 
contain about 1% to about 99% by weight of a compound(s) of Formula I, or a pharmaceutical^ acceptable salt thereof, 
and 99% to 1% by weight of a suitable pharmaceutical excipient. Preferably, the composition will be about 5% to 75% 
by weight of a compound(s) of Formula I, or a pharmaceutical^ acceptable salt thereof, with the rest being suitable 
pharmaceutical excipients. 

The preferred route of administration is oral, using a convenient daily dosage regimen which can be adjusted 
according to the degree of severity of the disease-state to be treated. For such oral administration, a pharmaceutical^ 
acceptable composition containing a compound(s) of Formula I, or a pharmaceutical^ acceptable salt thereof, is 
formed by the incorporation of any of the normally employed excipients, such as for example, pharmaceutical grades of 
mannitol. lactose, starch, pregelatinized starch, magnesium stearate, sodium saccharine, talcum, cellulose ether deriv- 
atives, glucose, gelatin, sucrose, citrate, propyl gallate, and the like. Such compositions take the form of solutions, sus- 
pensions, tablets, pills, capsules, powders, sustained release formulations, and the like. 

Preferably such compositions will take the form of capsule, caplet or tablet and therefore will also contain a diluent 
such as lactose, sucrose, dicalcium phosphate, and the like; a disintegrant, such as croscarmellose sodium or deriva- 
tives thereof; a lubricant such as magnesium stearate and the like; and a binder such as a starch, gum acacia, polyvi- 
nylpyrrolidone, gelatin, cellulose ether derivatives, and the like. 

The compounds of Formula I, or their pharmaceutical^ acceptable salts, may also be formulated into a suppository 
using, for example, about 0.5% to about 50% active ingredient disposed in a carrier that slowly dissolves within the 
body, e.g., polyoxyethylene glycols and polyethylene glycols (PEG), e.g., PEG 1000 (96%) and PEG 4000 (4%). 

Liquid pharmaceutical^ administrate compositions can, for example, be prepared by dissolving, dispersing, eta, 
a compound(s) of Formula I (about 0.5% to about 20%), or a pharmaceutical^ acceptable saH thereof, and optional 
pharmaceutical adjuvants in a carrier, such as, for example, water, saline, aqueous dextrose, glycerol, ethanol and the 
like, to thereby form a solution or suspension. 

If desired, a pharmaceutical composition of the invention may also contain minor amounts of auxiliary substances 
such as wetting or emulsifying agents, pH buffering agents, antioxidants, and the like, such as, for example, citric acid, 
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sorbitan monolaurate, triethanolamine oleate, butylated hydroxytoluene, etc. 

Actual methods of preparing such dosage forms are known, or will be apparent, to those skilled in this art; for exam- 
ple, see Remington's Pharmaceutical Sciences, 18th Edition, Mack Publishing Company, Easton, Pennsylvania (1990). 
The composition to be administered will, in any event, contain a therapeutically effective amount of a compound of For- 

5 muta I or a pharmaceutical^ acceptable saJt thereof, for treatment of a disease-state alleviated by the inhibition of 
matrix metalloprotease activity in accordance with the teachings of this invention. 

The compounds of Formula I or their pharmaceutical^ acceptable salts, are administered in a therapeutically effec- 
tive amount which will vary depending upon a variety of factors including the activity of the specific compound 
employed, the metabolic stability and length of action of the compound, the age, body weight, general health, sex, diet, 

w mode and time of administration, rate of excretion, drug combination, the severity of the particular disease-state, and 
the host undergoing therapy. Generally, a therapeutically effective daily dose is from about 0.014 mg to about 14.3 
mg/kg of body weight per day of a compound of Formula I or a pharmaceutical ly acceptable salt thereof; preferably, 
from about 0.07 mg to about 5 mg/kg of body weight per day; and most preferably, from about 0.14 mg to about 1.4 
mg/kg of body weight per day. For example, for administration to a 70 kg person, the dosage range would be from about 

is 1 mg to about 1 .0 gram per day of a compound of Formula I or a pharmaceutically acceptable salt thereof, preferably 
from about 5 mg to about 300 mg per day. and most preferably from about 10 mg to about 100 mg per day. 

EXAMPLES 

20 The following preparations and examples are given to enable those skilled in the art to more clearly understand and 
to practice the present invention. They should not be considered as limiting the scope of the invention, but merely as 
being illustrative and representative thereof. 

EXAMPLE 1 

25 

Preparation of Compounds of Formula (1) 

1A. Preparation of (1) where R 3 and R 4 when taken together with the Carbon to which they are attached represent N- 
CBZ-piperidine 

30 

1 . A solution of benzyl chloroformate (35 ml, 247 mmol) in tetrahydrofuran (70 ml) was added to an ice-cold solution 
of 4-hydroxypiperidine (25 g, 247 mmol) and triethylamine (45 ml, 321 mmol) in tetrahydrofuran (350 ml). The mix- 
ture was stirred overnight at room temperature and the solvent removed under reduced pressure. The residue was 
partitioned between 5% hydrochloric acid and ethyl acetate, and the organic layer washed with brine, dried over 

35 magnesium sulfate, and the solvent removed under reduced pressure to give 4-hydroxy-A/-CBZ-piperidine as a 
pale yellow oil. 

2. Celite (66 g) was added to a solution of 4-hydroxy-A/-CBZ-piperidine (18 g, 76.5 mmol) in methylene chloride 
(500 ml), followed by pyridinium chlorochromate (33 g, 153 mmol). The mixture was stirred overnight, and then iso- 

40 propyl alcohol (12 ml) was added over a period of 3 hours. The reaction mixture was filtered through silica gel and 
the filter cake was repeatedly rinsed with methylene chloride and ethyl acetate. The combined filtrates were evap- 
orated under reduced pressure. Silica gel chromatography using 50% ethyl acetatemexane, gave 4-oxo-A/-CBZ- 
piperidine as a yellow oil. 

45 EXAMPLE 2 

Preparation of Compounds of Formula ( 3 ) 

2A. Preparation of (3) where R 2 is Hydrogen, and R 3 and R 4 when taken together with the Carbon to which they are 
so attached represent N-CBZ-piperidine 

/erf-(Butoxycarbonylmethylene)triphenylphosphorane (28 g, 74.4 mmol) was added to 4-oxo-N-CBZ-piperidine 
(14.2 g, 61.3 mmol) in benzene (150 ml), and the solution was stirred at reflux overnight. The solution was concen- 
trated, and the residue triturated with hexane (500 ml). Filtration and concentration of the filtrate gave 4-/erf- 
55 butoxycarbonyl-methylene- N-CBZ-piperidine as a colorless oil. 

2B. Preparation of (3), varying R 2 ^R 3 , and R 4 

Similarly, following the procedures of Example 2A above, but replacing 4-oxo-A/-CBZ-piperidine with: 
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formaldehyde; 

acetone; 

propionaktehyde; 

cycloperrtanone; 

cycfohexanone; 

1 ,4-cyclohexanedione mono-ethyl ene ketal; 

4-methytcyclohexanone; 

phenylacetaldehyde; 

4-(biphen-4-yl)butyraldehyde; 

cyclopentyfacetaldehyde; 

tetrahydropyranone; and 

tetrahydrothiopyran ; 

and optionally replacing /e^(butoxycarbonylmethylene)triphenylphosphorane with: 

terf-butyl-3-phenylpropionate-2-trlphenylphosphorane; 
ferf-butyI-propionate-2-triphenylphosphorane; and 
ferf-butyl-3-methylpropionate-2-triphenylphosphorane; 

the following compounds of Formula (3) were prepared: 

1 -(ferf-butoxycarbonyl)-1 -benzyl ethene; 

1-(ter/-butoxycarbonyl)-2,2<fimethylethene; 

1 -(fer/-butoxycarbonyl)-1 -methyl -2-ethylethene; 

/e/'f-butoxycarbonylmethylenecyclopentane; 

te/?-butoxycarboriylmethylenecyclohexane; 

/erf-butoxycarbonylmethylene-4-methylcydohexane; 

1 -( fer(-butoxycarbonyl)-2-benzylethene; 

1-(fer^-butoxycarbonyl)-1-isopropyl-2-benzylethene; 

1 -( ferf-butoxycarbonyl)-2-[3-(biphen-4-yl)]propylethene; 

1-(terf-butoxycarbonyl)-2-cyclopentylmethylethene; 

4-( fer/"butoxycarbonylmethylene)-tetrahydropyran; and 

4-(ter/-butoxycarbonylmethylene)-tetrahydrothiopyran. 

2C. Pr e par ation pf ( 3), v a rying R 2 JR 3 and R 4 

Similarly, following the procedures of Example 2A above, but optionally replacing 4-oxo-A/-CBZ-piperidine with 
other compounds of Formula (1), and optionally replacing (terf-butoxycarbonylmethylene)triphenyl-phosphorane with 
other compounds of Formula (2), other compounds of Formula (3) are prepared. 

EXAMPLE 3 

Preparation of Compounds o1 Formula (41 

3A. Preparation of (4) where R 2 is Hydrogen, and R 3 and R 4 when taken together with the Carbon to which thev are 
attached represent /v-CBZ-p i pendine. a Com pound of Formula (4 a ) 

Trifluoroacetic acid (10 ml) was added to 4-te/-f-butoxycarbonylmethylene-A/-CBZ-piperidine (20 g, 60.3 mmol) in 
methylene chloride (30 ml) and the solution was stirred at room temperature for 1 .5 hours. After evaporation of the sol- 
vent the residue was triturated with diethyl ether to give 4-carboxymethylene-A/-CBZ-piperidine as a crystalline white 
solid. 

3B. Preparation of (4) where R 2 is Hydrogen, and R 3 and R 4 when taken together with the Carbon to which they are 
attached represent Tetrahydropyran. a Compound of Formula (4b) 

Methanol (204 ml) was slowly added to a suspension of sodium hydride (5.48 g, 228.2 mmol) in tetrahydrofuran 
(204 ml) at 0°C. When addition was complete, trimethylphosphonoacetate (34.22 ml, 211.4 mmol) was added to the 
mixture at such a rate as to maintain the temperature below 12°C. Stirring was continued for a furth r 10 minutes. To 
this reaction mixture was added a solution of 2,3,5, 6-tetrahydropyran-4-one (16.28 g, 163.0 mmol) in tetrahydrofuran 
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(20 ml), keeping the temperature below 30°C. After the addition was complete, stirring was continued for 30 minutes at 
room temperature, then methanol ( 1 00 ml) and 2M sodium hydroxid (326 ml) was added, and the mixture stirred over- 
night at room temperature. The resulting solution was concentrated to one half of the original volume, and acidified to 
pH 1.2 with 6M hydrochloric acid (108 ml). The reaction mixture was partitioned between ethyl acetate and water, the 
combined organic extracts dried over magnesium sulfate, and solvent removed under reduced pressure to give 4-(car- 
boxymethylene)-2,3,5,6-tetrahydropyran (22.62 g), which was used with no further purification. 

3C. Preparation of (4), varying R 2 . R 3 . and R 4 

Similarly, following the procedures of Example 3A above, but replacing 4-(ferr-butoxycarbonylmethylene)-A/-CBZ' 
piperidine with other compounds of Formula (3), the following compounds of Formula (4) were prepared: 

1 -benzyl- 1 -carboxyethene; 
1 -carboxy-2,2-dimethylethene; 
1 -carboxy-2-ethyl-1 -methylethene; 
carboxymethylenecyclopentane; 
carboxymethylenecyclohexane; 
carboxymethylene-(4-methylcyclohexane) ; 
4-carboxymethylenecyclohexanone mono-ethylene ketal; 
2-benzyM -carboxyethene; 
2-[3-(biphen-4-yl)propy1]-1 -carboxyethene ; 
2-benzyl-1 -carboxy-1 -isopropylethene; 
1 -carboxy-2-cyclopentylmethylethene ; 
4-carboxymethylene-tetrahydrothiopyran; and 
4-carboxymethy lene-(tetrahydrothiopyran- 1 , 1 -dioxide). 

3D. Preparation of (4), varying R 2 . R 3 . and R 4 

Similarly, following the procedures of Example 3A above, but replacing 4-(/erf-butoxycarbonylmethylene)-A/-CBZ- 
piperidine with other compounds of Formula (3), other compounds of Formula (4) are prepared, or may be prepared by 
means well known to those skilled in the art. Alternatively, they are commercially available, for example, 1-cydopentene 
carboxylic acid and 1 -cyclohexene carboxylic acid are available from Lancaster Synthesis Inc. 

EX AM P LE 4 

Preparation of Compounds of Formula (5) 

4A. Preparation of (5) where R 5 is 4-Phenoxvphenvl 

A solution of sodium thiomethoxide (25 g) and 4-bromocfiphenyl ether (25 g) in /V,/V-dimethylformamide (DMF) (150 
ml) was refluxed overnight. The mixture was cooled and added to dilute aqueous sodium hydroxide. The water layer 
was washed with ether to remove by-products and acidified with hydrochloric acid. The product, 4-(phenoxy)thiophenol, 
was extracted with ether, and the ether layer dried and evaporated to give 4-(phenoxy)thio-pheno! (19-20 g) as a red oil. 
This material can be used without further purification. 

4B. Alternative Pr e p aration of ( 5) wh e re R 5 is 4-(4-Bromophenoxy)phenyl 

A solution of 4-bromodiphenyl ether (50 g, 200.7 mmol) in methylene chloride (1 18 ml) was cooled to 0°C and chlo- 
rosulfonic acid (14.7 ml, 220.8 mmol) was added dropwise over a 20 minute period. The solution was stirred an addi- 
tional 10 minutes, warmed to room temperature and stirred an additional 1 hour. To this mixture was added oxalyl 
chloride (23.6 ml, 270.9 mmol), followed by /V,AAdimethylformarnide (1 .5 ml) as a catalyst, and the mixture refluxed for 
2 hours. The mixture was cooled to room temperature, and additional oxalyl chloride (23.6 ml, 270.9 mmol) was added, 
the mixture refluxed for 3 hours, cooled to room temperature and stirred 12 hours more. The solution was concentrated 
to an oil, azeotroped several times using methylene chloride and put under high vacuum (1 torr) for several hours until 
the mixture had completely solidified. This mixture was immediately dissolved in methylene chloride (160 ml) which was 
added dropwise to a solution of triphenylphosphine (157.0 g, 602 mmol) in methylene chloride (160 ml) containing N,N- 
dimethyHormamide (4 ml, 52.2 mmol). The mixture was stirred 2 hours, diluted with 1M aqueous hydrochloric acid (300 
ml) and stirred for 1 hour. The aqueous layer was separated, extracted with methylene chloride (200 ml), and the 
organic layers were combined, washed with 200 ml of brine, dried (MgS0 4 ) and concentrated in vacuo. The resulting 
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solid was further purified through trituration with 750 ml of hexane. Th solid was th n dissolved in 750 ml of diethyl 
ether, extracted with 2M aqueous sodium hydroxide (2 x 350 ml), and the basic aqueous layer back extracted using die- 
thyl ether (2 x 400 ml). Trie aqueous layer was adjusted to pH 2, extracted with diethyl ether (3 x 200 ml) and the com- 
bined organic layers dried (MgS0 4 ) and concentrated to afford 4-(4-bromophenoxy)thiophenol (45.6 g, 81%). 1 HNMR 
5 (CDCI 3 ) S 3.43 (s, 1 H), 6.86 (d, J = 8.9 Hz, 2H), 6.89 (d, J = 8.6 Hz, 2H), 7.28 (d, J = 8.6 Hz, 2H), 7.43 (d, J = 8.9 Hz, 
2H). 

The corresponding 4-chJoro and 4-f luoro analogues were obtained in similar fashion from the corresponding com- 
mercially available 4-halodiphenylethers, respectively. 

70 4-(4-chlorophenoxy)thiophenol: 1 HNMR (CDCI 3 ) 5 3.43 (s. 1 H), 6.90 (m c , 4H), 7.27 (m c , 4H). 

4-(4-fluorophenoxy)thiophenol: 1 HNMR (CDCI 3 ) 8 3.41 (s, 1H), 6.85 (d, J = 8.7 Hz, 2H), 7.00 (m c , 4H), 7.26 (d, J 
= 8.7 Hz, 2H). 

4-(4-pyridyloxy)thiophenol: 1 HNMR (CDCI 3 ) 8 7.05 (d, J =9.0 Hz, 2H), 7.29 (d, J = 7.3 Hz, 2H), 7.44 (d, J = 8.8 Hz, 
2H), 8.70 (d, J = 7.3 Hz, 2H); EIMS (M + ): 203. 
15 4-(5-chloro-2-pyridyloxy)thiophenol: 1 HNMR (CDCI 3 ) 5 6.87 (d, J =8.5 Hz, 1H), 7.01 (d, J = 8.7 Hz, 2H), 7.32 (d, J 
= 8.7 Hz, 2H), 7.63 (d, J = 8.6 Hz, 1H), 8.15 (d, J = 2.8 Hz, 1H). 

EXAMPLE 5 

20 Preparation of Compounds of Formula (10) 

5A. Preparation pf a Compound qf Formula (3) where R 1 and R 2 taken togeth er with the Carbon to which they are 
attached represent Tetrahytirppyran. a Compound o f F o rmula (8a) 

25 A solution of 1 .5M diisobutylaluminum hydride (DIBAL-H) (41 9 ml, 629 mmol) in toluene was added to a 3-L Morton 
flask equipped with a nitrogen gas inlet, mechanical stirrer, low temperature thermometer, 500 ml pressure equalizing 
funnel, and containing tetrahydropyran-4,4-dicarboxylic acid diethyl ester (70.78 g, 307.4 mmol) in toluene (600 ml) at 
-40°C, at a rate to maintain an internal temperature no higher than -25°C. The mixture was stirred an additional 1 0 min- 
utes and anhydrous ethanol (595 ml) was added dropwise over 20 minutes maintaining an internal temperature no 

30 higher than -1 5°C. Solid sodium borohydride (1 1 .6 g, 307.4 mmol) was added in three portions over a 1 5 minute period, 
the cooling bath was removed, the mixture allowed to warm to room temperature over 1 hour, and saturated aqueous 
sodium sulfate (325 ml) added over 15 minutes. The mixture was cooled to -15°C, ethyl acetate (250 ml) was added, 
and the f locculent white precipitate filtered over a pad of celite. Trie celite pad was washed with ethyl acetate (7 x 450 
ml), the filtrate washed with brine (200 ml), dried over magnesium sulfate, and concentrated in vacuo. The residue was 

35 dissolved in the minimum amount of ethyl acetate, filtered through a sintered glass funnel containing silica gel (40 g), 
eluting with ethyl acetate, and the filtrate concentrated in vacuo to afford the hydroxyester, 4-(hydroxymethyl)tetrahydro- 
pyran-4-carboxylic acid ethyl ester, as a pale yellow oil (48.5 g, 84%). 

5B. Alternative Preparation of a Compound of Formula (8) where R 1 and R 2 taken together with the Carbon to which 
40 they are attac hed repre s ent Tfl r a h ydrp p yra n 

1. To a solution of tetrahydropyran-4,4-dirarboxylic acid diethyl ester (400 mg, 1.74 mmol) in A/,/V-dimethylforma- 
mide (4 ml), was added lithium iodide (1.16 g, 8.66 mmol), followed by sodium cyanide (94 mg, 1.91 mmol). The 
mixture was heated at 130°C for 7 hours, 140°C for 25 hours, after which GC analysis indicated the reaction to be 
45 >95% complete. The mixture was partitioned between 33% diethyl ether/hexanes (100 ml) and brine (25 ml). The 
organic layer was washed with additional brine (25 ml), dried (MgS0 4 ) and concentrated in vacuo to afford the tet- 
rahydropyran-4-carboxylic acid ethyl ester (253 mg, 92%). Note: Substitution of 2 equivalents of sodium acetate for 
1.1 equivalents of sodium cyanide in this reaction and heating 12 hours longer provides identical results. 

50 2. Lithium diisopropylamide was prepared by the addition of 2.5M A/-butyl lithium (30.3 ml, 75.6 mmol) in hexanes 
to a solution of diisopropylamine (10.6 ml, 75.6 mmmol) in tetrahydrofuran (244 ml) at 0°C and stirring for 20 min- 
utes. Then a solution of tetrahydropyran-4~carboxylic acid ethyl ester (10 g, 63.2 mmol) in tetrahydrofuran (50 ml) 
was added to the solution of lithium diisopropylamide over 15 minutes at -78°C. The resulting solution was stirred 
an additional 50 minutes, and solid paraformaldehyde (10 g) was added in one portion. The mixture was slowly 

55 allowed to warm to room temperature over 9 hours, diluted with 2M aqueous hydrochloric acid ( 1 00 ml) , and filtered 
over a pad of celite pad which was washed with diethyl ether (2 x 200 ml). The aqueous layer ol the filtrate was 
washed with additional portions of diethyl ether (2 x 200 ml). The combined organic layers were washed once with 
2M aqueous hydrochloric acid (100 ml), saturated aqueous sodium bicarbonate (100 ml), dried over magnesium 
sulfate, and concentrated in vacuo to afford a slightly impure product 4-(hydroxymethyl)tetrahydropyran-4-carbox- 
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ytic acid ethyl ester (1 1 .5 g, 97%), which was taken into the next reaction without further purification IR (neat) 3433 
(br), 1726 cm- 1 ; 1 HNMR (CDCI 3 ) 6 1.30 (t, J = 7.1 Hz, 3H), 1.57 (ddd, J = 13.8. 101 4 4 Hz 2H) 2 07 (dm J = 
13.8 Hz, 2H). 2.30-2.45 (br s, 1H), 3.56 (ddd, J . 11.9, 10.3, 2.7 Hz, 2H), 3.66 (s, 2H). 3.82 (eft, J = 11 9 4 2 Hz 
2H), 4.24 (q, J = 7.2 Hz, 2H); 13 CNMR (CDC! 3 ) 8 14.25 (q), 30.54 (t), 46.63 (s). 61 .04 (t), 64.79 (t). 69.02 ft) 1 75 24 
(s); HRMS Calcd for C 9 H 16 0 4 : 188.1049. Found: 188.1053. 


5C - Preparation of a Compound of Formula f81 where R 1 and R 2 taken together with the Carbon to which thev are 
att ached represent Piperidine. a Compound of Formula (8) 

Lithium diisopropylamide was prepared by the addition of 1 6M A/-butyl lithium (29.1 ml, 46.6 mmol) in hexanes to 
a solution diisopropylamine (6.5 ml. 46.6 mmmol) in tetrahydrofuran (1 50 ml) at 0°C with stirring for 20 minutes at -78°C. 
Then a solution of neat /V-(terr-butoxycarbonyl)-piperidine-4-carboxylic acid ethyl ester (10 g, 38.9 mmol) was added 
over 5 minutes, and the resulting solution was stirred an additional 50 minutes. Solid paraformaldehyde (13.5 g. 155.4 
mmol) was added in one portion, and the mixture slowly allowed to warm to room temperature over 9 hours. The mix- 
ture was diluted with 2M aqueous hydrochloric acid (100 ml), filtered over a pad of celite, washed with diethyl ether (2 
x 200 ml). The combined organic layers were washed once with 2M aqueous hydrochloric acid (100 ml), saturated 
aqueous sodium bicarbonate (100 ml), dried over magnesium sulfate, and concentrated in vacua Chromatography on 
silica gel, and eluting with 50% ethyl acetate/hexanes, yielded slightly impure A/-(ferf-butoxycarbonyl)-4-(hydroxyme- 
thyl)piperidine-4-carboxylic acid ethyl ester (10.57 g, 95%) as a pale yellow oil which was taken immediately into the 
hydrolysis reaction (UOH): 1 H NMR (CDCI 3 ) 5 1.26 (t, J = 7.4 Hz, 3H), 1 .40-1153 (m, 2H), 1.46 (s 9H) 2 00-2 12 (m 
2H), 3.05-3.16 (m, 2H), 3.65 (s, 2H), 3.70-3.83 (m, 2H), 4.23 (q, J = 7.2 Hz, 2H). 

5D - Preparation of a Compound of Formula m where R 1 and R 2 taken together with the Carhnn i Q which thev ar* 
attached represent Tetrahvdropvran. a Co m pound of Formula ( Qa) 

Lithium hydroxide monohydrate (16.7 g, 398.5 mmol) was added to a solution of 4-(hydroxymethyl)tetrahydropyran- 
4-carboxylic acid ethyl ester (25.0 g, 132.8 mmol) in 4.5:1 methanol/water (220 ml). The mixture was heated to reflux 
for 40 minutes and the methanol removed in vacuo by concentration using a bath temperature no higher than 45°C The 
aqueous layer was then extracted into diethyl ether (4 x 100 ml) and the combined ether layers washed twice with 2M 
sodium hydroxide (15 ml). The combined aqueous base layers were cooled to 0°C, acidified to pH 3.0 with 8M aqueous 
hydrochloric acid, saturated with solid sodium chloride and extracted with ethyl acetate (8 x 250 ml). The combined 
organic layers were dried over magnesium sulfate, concentrated in vacuo. The white fluffy powder residue was recrys- 
tallized from the minimum amount of methylene chloride/hexanes to afford pure 4-(hydroxymethyl)tetrahydroDvran-4- 
carboxylic acid (17.05 g. 80%). 

5E Alternative Preparation of a Compound of Formula (9) where R 1 and R 2 taken together with the Carbon to whirh 
thev are att ached represent Tetrahy dropyran 

Lithium diisopropylamide was prepared by the addition of 2.45M /V-butyl lithium (16.5 ml) in hexanes to a solution 
diisopropylamine (5.80 ml, 41.4 mmmol) in tetrahydrofuran (40 ml) at 0°C with stirring for 20 minutes. Then a solution 
of tetrahydropyran-4-carboxylic acid (2.5 g, 19.2 mmol) in tetrahydrofuran (10 ml) was added to the solution of lithium 
diisopropylamide over 1 5 minutes to form a slurry, followed by hexamethylphosphoramide (2 ml). The resulting solution 
was stirred for 25 minutes, then immediately warmed to room temperature after a stream of gaseous formaldehyde 
(prepared by heating 4 g of paraformaldehyde at 175-200°C over 5-10 minutes) was passed through the solution. The 
slurry was carefully concentrated at ambient temperature, acidified to pH 3 with 8M hydrochloric acid, saturated with 
solid sodium chloride, and extracted with ethyl acetate (8 x 1 00 ml). The combined organic layers were dried over mag- 
nesium sulfate, concentrated in vacuo. Chromatography over silica gel (80 g), and eluting with 10% methanol/methyl- 
ene chloride, yielded 4-(hydroxymethyl)tetrahydropyran-4-carboxylic acid as a white solid (1.80 g, 58%) mp 113 7- 
115°C; IR (KBr) 3420 (br), 1 724 cm- 1 , 1 HNMR (DMSO-d 6 ) 6 1 .43 (ddd, J = 13.5. 1 1 .0,4.4 Hz, 2H) 1 85 (dm J = 13 4 
Hz, 2H), 3.37 (td, J = 11.3, 3.0 Hz, 2H), 3.43 (s, 2H), 3.71 (dt, J = 11.6, 3.9 Hz, 2H). 4.81 (br, s, 1H)- 1224 (s 1HV 
1d CNMR (DMSO-d 6 ) 5 30.42 (t), 46.38 (s), 64.35 (t), 68.15 (t), 69.02 (t), 176.08 (s); HRMS Calcd. for C 7 H 12 CV 
160.0735. Found: 160.0731 Anal. Calcd. for C 7 H 12 0 3 : C, 52.49; H, 7.55. Found: C, 52.50; H, 7.62. 

5F Preparation of a Compound of Formula (9) where R 1 andR 2 taken together with the Carbon to which thev are 
attached represent Piperidi ne. a Compound of Formula ( qh) ~~~~ 

Lithium hydroxide monohydrate (6.95 g. 165.6 mmol) was added to solution of A/-(ter/-butoxycarbonyl)-4- 
(hydroxymethyl)piperidine-4-carboxylic acid ethyl ester (9.52 g, 33.1 mmol) in 2:1 methanoi/water (100 ml). The mixture 
was heated to reflux for 30 minutes, the methanol removed in vacuo by concentration using a bath temperature no 


40 


EP 0 780 386 A1 


higher than 45°C. The aqueous layer was cooled to 0°C, acidified to pH 3.0 using 6M aqueous hydrochloric acid, and 
extracted with ethyl acetate (4 x 75 ml). The combined organic layers wer dried over magnesium suhate, and concen- 
trated in vacuo, and recrystallized from dichloromethane/hexanes to afford A/-(te/-f-butoxycarbonyt)-4-(hydroxyme- 
thyl)piperidine-4-carboxylic acid (8.59 g, 100%). 

5 

5G. Alternative Preparation of a Compound of Formula (9) where R 1 and R 2 taken together with the Carbon to which 
thev are attached represent Piperidine 

Lithium cfiisopropyf amide was prepared by the addition of 2.45M A/-butyllithium (69 ml, 168.8 mmol) in hexanes to 
io a solution diisopropylamine (24 ml, 1 71 .2 mrnmol) in tetrahydrofuran (40 ml) at 0°C with stirring for 20 minutes. Then a 
solution of A/-(te/t4xJtoxy(anbonyl)-pperidine-4<^rboxylic acid (18 g, 78.5 mmol) in tetrahydrofuran (35 ml) was added 
to the solution of lithium diisopropylamide over 15 minutes to form a slurry, followed by hexamethylphosphoramide (2 
ml). The resulting solution was stirred for 25 minutes, then stream of gaseous formaldehyde (prepared by heating para- 
formaldehyde (16.4 g, 189 mmol) at 1 75-200° C over 5-10 minutes) was passed through the solution, which was allowed 
is to immediately warm to room temperature. The slurry was concentrated at ambient temperature, acidified to pH 4 with 
6M hydrochloric acid, saturated with solid sodium chloride, and extracted with ethyl acetate (8 x 100 ml). The combined 
organic layers were dried over magnesium sulfate, concentrated in vacuo. Chromatography over silica gel, and eluting 
with 1% methanol/ methylene chloride, afforded /V-(fert-butoxycarbonyl)-4-(hydroxymethyl)piperidine-4-carboxylic acid 
as a white solid (4 g, 20%). mp 156.6-157.3 °C; 1 HNMR (DMSO-d 6 ) 8 1.25-1.37 (m, 2H), 1.38 (s, 9H), 1.85 (dm, J = 
20 13.7 Hz, 2H), 2.78-2.94 (brm,2H), 3.41 (s, 1H), 3.70(dm, J= 12.8Hz, 2H), 4.87 (brs, 1H), 12.34(s, 1H); Anal. Calcd. 
for C 12 H 21 N0 5 : C, 55.58; H, 8.16; N, 5.40. Found: C> 55.72; H, 8.10; N, 5.53. 

5H. Preparation of (10) where R 1 a nd R 2 taken together w ith th e C arb o n t o which the y ar e a tt ac he d rep res e nt Te tr a hy- 
gVopyran g Compound of Formula (1Qa) 

25 

Trifluoromethanesulfonic anhydride (11.1 ml, 66.2 mmol). followed by triethylamine (17.8 ml, 127.4 mmol) was 
added to a slurry of 4-(hydroxymethyl)tetrahydropyran-4-carboxylic acid (10.20 g, 63.68 mmol) in anhydrous diethyl 
ether cooled to 0°C (1 15 ml). The biphasic solution was stirred for 20 hours, warmed to room temperature, stirred an 
additional 2 hours. The layers were separated by decantation, and the lower layer diluted with 2% aqueous sodium 

30 bicarbonate solution (50 ml) and extracted with methylene chloride (4 x 200 ml). The combined organic extracts were 
washed with additional 2% aqueous sodium bicarbonate (100 ml), dried over magnesium sulfate, and concentrated in 
vacuo to afford 2,7-dioxa-spiro[3.5]nonane-1-one as a pale yellow oil (10.8 g). IR (KBr) 1821 cm" 1 ; 1 HNMR (CD 3 Cy 8 
1.92 (ddd, J = 13.4, 8.1, 4.0 Hz, 2H), 2.10 (dddd, J » 13.4, 6.1 ,3.4, 0.8 Hz, 2H), 3.70 (ddd, J = 1 1.8, 6.3, 3.9 Hz, 2H), 
3.92 (ddd, J= 11.8, 7.9. 3.4 Hz. 2H). 415 (s. 2H); 13 CNMR (CD 3 CI 3 ) 8 30.78 (t), 55.78 (s), 64,46 (t), 71 .50 (t), 173.42 

35 (s), MS(EI) m/e=142. MS(CI) M+ =H m/e=143. M+ +HNH 4 m/e=160. 

51. Preparation of a Compound of Formula (10) where R 1 and R 2 taken together with the Carbon to which they are 
attached represent Piperidine. a Compound of Formula (10b) 

40 Trifluoromethanesulfonic anhydride (2.60 ml, 15.39 mmol), followed by triethylamine (4.30 ml, 30.78 mmol) was 
added to a slurry of N-(ter^toxycafoonyl)-4-h^ acid (3.80 g, 14.65 mmol) in anhy- 

drous diethyl ether (27 ml) cooled to 0°C. The biphasic solution was stirred for 23 hours, warmed to room temperature, 
stirred an addition 1 hour, and the upper diethyl ether layer separated by decantation. The lower was extracted with 
additional portions of diethyl ether (2 x 1 00 ml), and the combined organic extracts washed with aqueous sodium bicar- 

45 bonate solution (2 x 50 ml), dried over magnesium sulfate, and concentrated in vacuo to afford 7-(butoxycarbonyl)-2- 
oxa-7-azaspiro[3.5]nonan-1 -one as a pale yellow oil (2.88 g, 82%). 1 HNMR (CDCI 3 ) 8 1 .48 (s, 9H), 1 .79-1 .89 (m, 2H), 
2.02-2.10 (m, 2H), 3.48-3.66 (m, 4H), 4.13 (s, 2H). 

EXAMPLE 6 

50 

Preparation of a Compound of Formula (13) 

6A. Preparation of (13) where R 1 and R 2 taken together with the Carbon to which they are attached represent Tetrahv- 
dropyran. and X is lodo 

55 

Lithium diisopropylamide was prepared by the addition of 2.5M A/-butyl lithium (5.6 ml, 13.9 mmol) in hexanes to a 
solution of diisopropylamine (1.95 ml, 13.9 mrnmol) in tetrahydrofuran (30 ml) at 0°C with stirring for 20 minutes. Then 
a solution of tetrahydropyran-4-carboxylic acid ethyl ester (2 g, 12.7 mmol) in tetrahydrofuran (8 ml) was added to the 
solution of lithium diisopropylamide at a temperature of -78°C over 15 minutes. The resulting solution was stirred an 
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additional 50 minutes, and diiodomethane (1.14ml, 14.2 mmol) was added. The resulting mixtur was stirred an addi- 
tional 50 minutes, warmed to room temperature over 30 minutes, then recooled to 0°C. Th mixture was diluted with 1 M 
aqueous hydrochloric acid (25 ml), extracted with diethyl ether (2 x 1 00 ml), and washed with additional portions of die- 
thyl ether (2 x 50 ml). The combined organic layers were washed once with 1 M aqueous hydrochloric acid (100 ml), sat- 

5 urated aqueous sodium bisulfite (100 ml), saturated aqueous sodium bicarbonate (100 ml), and dried over magnesium 
sulfate, and concentrated in vacuo. The residue was littered over a plug of silica gel, eluting successively with hexanes 
and ethyl acetate, removing excess alkylating agent with the hexane wash, to afford pure 4-(iodomethyl)tetrahydro- 
pyran-4-carboxylic acid ethyl ester as a pale yellow oil which was taken directly into the next reaction without further 
purification (3.20 g, 85%). IR (KBr) 1732 cm 1 ; 1 HNMR (CDCI 3 ) 1.31 (q, J = 7.3 Hz. 3H), 1.56 (ddd, J = 14.6, 10.9, 4.5, 

70 2H), 2.17 (ddd, J = 14.6, 5.7, 3.3, 2H), 3.31 (s, 2H), 3.51 (ddd, J = 11.7, 11.1, 2.5 Hz, 2H) f 3.51 (td, J = 11.7, 4.3 Hz, 
2H), 4.24 (q, J = 7.1 Hz, 2H); 13 CNMR (CDCI 3 ) 8 14.33 (q), 15.04 (t), 34.70 (t). 45.26 (s). 61.34 (t), 65.22 (t), 172.89 
(s); EIHRMS Calcd. for C 9 H 15 I0 3 (M + ): 298.0066. Found: 298.0066. Anal. Calcd. for C 9 H 15 I0 3 : C, 36.26; H. 5.07. 
Found: C. 36.56; H, 5.09. 

15 6B. Preparation of (13) where R 1 and R 2 taken together with the Carbon to which they are attached represent Tetrahy- 
dr o pyr an, and Va rying X 

Similarly, replacing diiodomethane with dibromomethane or bromochloromethane, the following compounds of For- 
mula (13) were prepared: 

20 

4-(bromomethyl)tetrahydropyran-4-carboxylic acid ethyl ester: IR (neat) 1732 cm" 1 ; 1 HNMR (CDCI 3 ) 1.30 (q, J - 
7.1 Hz, 3H), 1.59 (ddd, J = 14.6, 10.9, 4.5, 2H), 2.17 (dm, J = 14.7, 2H), 3.48 (s, 2H), 3.53 (dt, J = 11.9, 4.5 Hz, 
2H), 3.84 (dt, J= 11.9, 4.5 Hz, 2H). 4.23 (q, J « 7.1 Hz, 2H); 13 CNMR (CDC^S 1 4.27 (q), 33.17 (t), 40.16 (t), 46.05 
(s). 61.29 (t). 64.97 (t). 172.91 (s); CIMS (M + + H): 251, (M + + NH 4 +) 268. 
25 4-(chloromethyl)tetrahydropyran-4-cartx)xylic acid ethyl ester: IR (neat) 1734 cm" 1 ; 1 HNMR (CDCI3) 1.30 (q, J = 
7.1 Hz, 3H), 1.59 (ddd, J = 14.6, 10.9, 4.5, 2H), 2.16 (dm, J = 14.7, 2H), 3.53 (dt, J = 11.9, 4.5 Hz, 2H) f 3.61 (s, 
2H), 3.84 (dt, J = 11.7, 4.3 Hz, 2H), 4.24 (q, J = 7.1 Hz, 2H); 13 CNMR (CDCI3) 5 14.24 (q), 32.14 (t), 46.69 (s), 
51.40 (t), 61.29(f), 64.85 (t), 173.01 (s); CIMS (M + + H): 207. Anal. Calcd. for C 9 H 15 CI0 3 : C, 52.31;H, 7.32. Found: 
C, 52.51; H, 7.30. 

30 

6C. Alternative Preparation of a Compound of Formula (13) where R 1 and R 2 taken together with the Cartoon to which 
they are attached represent Tetrahydropyran. and X is p-Tosyl 

To a solution of tetrahydropyran-4-carboxyiic acid ethyl ester (820 mg, 4.356 mmol) in pyridine (10 ml) at 0°C, was 
35 added p-toluenesulfonyl chloride (997 mg, 5.23 mmol), and the mixture allowed to warm to room temperature over 1 
hour period. The mixture was stirred 36 hours and partitioned between methylene chloride (150 ml) and 3N aqueous 
hydrochloric acid (50 ml). The organic layer was washed with 25 ml of saturated aqueous sodium bicarbonate, dried 
(MgS0 4 ), concentrated and the residue chromatographed over 45 g of silica gel, eluting with 30% ethyl acetate/hex- 
anes, to afford the tosylate as a white solid (1 .03 g, 69%). mp 87.7-88.6 °C; IR (KBr) 1 71 7 cm 1 ; 1 NMR (CDCI 3 ) 8 1 .21 
40 (q, J = 17.1 Hz, 3H) r 1.52 (ddd, J = 13.4, 10.6, 4.1 Hz, 2H), 2.00 (dm, J = 13.4 Hz, 2H), 2.46 (s, 3H), 3.49 (ddd, J = 
11.7, 10.6, 2.5 Hz, 2H), 3.76 (dt, J = 11.9, 4.1 Hz, 2H), 4.03 (s, 2H), 4.13 (q, J = 7.1 Hz, 2H), 7.35; 13 C NMR (CDCI 3 ) 
8 14.10 (q), 21.67 (q). 30.43 (t), 44.93 (s), 61.37 (t), 64.43 (t), 74.65 (t), 127.95 (d), 129.89 (d), 132.67 (s), 145.05 (s), 
172.57 (s); HRMS Calcd for C 16 H 22 0 6 : 343.1215. Found: 343.1217. Anal. Calcd. for C^H^Og: C, 56.12; H. 6.48. 
Found: C. 56.22; H, 6.46. 

45 

EXAMPLE 7 

Preparation of Compounds of Formula la 

50 7 A. Preparation of la where R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which thev 
are attached represent Piperidine, and R 5 is Diphenyiether, from a Compound of Formula (4) 

1. 4-Phenoxythiophenol (7.4 g, 36.3 mmol), 4-carboxymethylene-A/-CBZ-piperidine (10 g, 36.3 mmol) and piperid- 
ine (1 .8 ml, 36.3 mmol) were stirred overnight at 100-1 10°C in a sealed flask After cooling, the crude reaction mix- 
55 ture was partitioned between ethyl acetate and 1 N hydrochloric add, the organic layer was washed with brine, dried 
over magnesium sulfate, filtered, and concentrated in vacuo to give a yellow solid. The solid was triturated in 1:1 
(v/v) ethyl ether/hexane (500 ml) to give 2-(4-(4-phenoxyphenylthio)-yv-CBZ-piperidin-4-yO-acetic acid as a white 
solid. 
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2. A solution of 2-[4-(4-phenoxyphenyltfiio)-A/-CBZ-piperidin-4-yl)]-acetic acid (150 mg, 0.29 mmole) in dry 1,2 
dichloroethane (3 ml) under nitrogen was cooled to -10°C and saturated with hydrochloric acid gas for 15 minutes. 
The reaction vessel was then sealed and the solution stirred for two days at 25°C. The tube was cooled to -10°C 
prior to opening to release gaseous hydrochloric acid, and then allowed to warm to 25°C. The solvent was removed 
in vacuo and the product triturated with ethyl acetate to give 2-[4-(4-phenoxyphenylthio)-piperidin-4-yl)J-acetic acid 
hydrochloride as a white powder. 1 HNMR (CD 3 OD): 7.93 (d,2H); 7.45 <t2H); 7.27 (t,1H), 7.14 (t4H); 3.52 (m 2H) 
3.25 (m,2H); 2.70 (S.2H), 2.35 <m,4H). 

7B Preparation of la where R 1 and R 2 are Hydrogen, R 3 and R 4 when taken together with the Carbon to which they 
are attached represent Ovclopentvl. and R 5 is Diohenvlether. from a Compound of Formula (4) 

A mixture of cyclopentylideneacetic acid (2 mmol) and p-(phenoxy)-thiophenol (2 mmol) was heated at 110°C 
under nitrogen in the presence of piperidine (100 uL) for 24 hours. The residue was dissolved in ethyl acetate and 
washed with dilute hydrochloric acid. The organic layer was separated, dried and evaporated under reduced pressure 
to give crude 2-[1-(4-phenoxyphenylthio)-cyc!opent-1-yl]-acetic acid, which can be used in the next reaction without fur- 
ther purification. 

70 Preparation of la where R 1 JR 2 and R 3 are Hvdrooen. R 4 is Benzvl. and R 5 is 4-Bromophenvl 

A mixture of E-2-benzylacrylic acid (1 g) and p-bromothiophenol (1.12 g) were stirred overnight at 110°C in the 
presence of piperidine (300 \iL). The residue was partitioned between ethyl acetate and dilute hydrochloric acid. The 
organic layer was separated, dried and evaporated under reduced pressure to give 3-benzyl-3-(4-bromophenyrthio)- 
propionic arid (laa), which was used in the next reaction with no further purification. 

7D. Preparation of i a where R 1 angVR 2 when taken together with the C arbon to which thev are attached represent Tet- 
rahydropyran, R and R 4 are Hydrogen, and R 5 is 4-(4-Chlorophenoxvtahenvl. from a Compound of Formula (10) 

2,7-dioxa-spiro[3.5]nonane-1-one (10.8 g), obtained as described in Example 5H, was immediately dissolved in 
A/,/V-dimethylformamide (95 ml) and slowly added to a solution containing the sodium salt of 4-(4-chlorophenoxy)thi- 
ophenol (generated by the addition of sodium hydride powder (2.14 g, 89.2 mmol) to a solution of 4-(4-chlorophe- 
noxyjthiophenol (15.83 g, 66.8 mmol) in N,A/<iimethylformamide (19 ml) at 0°C and stirring for 30 minutes) over a 10- 
15 minute period, and then stirred an additional 15 minutes. The resulting slurry was heated to 40°C, stirred for 5 min- 
utes, terf-butanol (2 ml) was added, and the mixture cooled to room temperature over 20 minutes. The majority of the 
A/,/V<limethylformamide was removed in vacuo, the pH adjusted to 9.2, the resultant slurry diluted with 30% diethyl 
ether-hexanes (120 ml) and filtered. The filter cake was washed with additional portions of ether (3 x 70 ml), acidified 
to pH 3.5 with 2N aqueous hydrochloric acid, and extracted into methylene chloride (4 x 350 ml). The combined organic 
layers were dried over magnesium sulfate, concentrated in vacuo. The solid residue was recrystallized from the mini- 
mum amount of methylene chloridehexanes to afford pure 4-[4-(4-chlorophenoxy)phenylthiomethyl]-tetrahydropyran-4- 
carboxylic acid as a white crystalline solid (19.50 g). mp 140.6-1 41 9°C; IR (KBr) 3429 (br), 1732 cm' 1 ; 1 HNMR (DMSO- 
d 6 ) 5 1 .54 (ddd, J = 14.2, 10.0, 4.2 Hz, 2H), 1 .95 (dm, J = 14.2 Hz, 2H), 3.19 (s, 2H), 3.56 (ddd, J= 11 8 10 0 42 Hz 
2H), 3.70 (dt, J = 1 1.8, 4.2 Hz, 2H), 6.98 (d, J = 8.8 Hz, 2H). 7.02 (d, J = 8.9 Hz, 2H), 7.02 (d, J = 8.9 Hz', 2H) 7 42 (d* 
J = 9.0 Hz, 4H), 12.66 (s, 1H); 13 CNMR (DMSO-d 6 ) 8 33.06 (t), 43.56 (t), 45.03 (s). 64.13 (t), 119.43 (d) 120 11 (d)' 
110.43 (d), 127.35 (s), 129.80 (d), 131.09 (s), 131.59 (d). 154.90 (s), 155.50 (s), 175.25 (s); HRMS Cald. for 
C 19 H l9 S0 4 CI: 378.0693. Found: 378.0685. Anal. Calcd. for C^ 9 S0 4 CI. 0.25 H 2 Q: 0,59.53; H, 513. Found: C 59 53' 
H, 5.07. 

Similarly, replacing 4-(4-chlorophenoxy)thiophenol with 4-(4-bromophenoxy)thiophenol and 4-(4-fluorophenoxy)thi- 
ophenol, the following compounds were prepared: 

4-[4-(4-bromophenoxy)phenylthiomethyl]tetrahydropyran-4-carboxylic acid: mp 143.7-144.5 °C* IR (KBr) 3434 (br) 
1732cmVHNMR(DMSO<l 6 )81.54(ddd, J=13.8, 10.1, 4.3 Hz, 2H), 1.94 (dm, J = 13.5 Hz 2H) 3 19{s 2H)' 

3.37 (ddd, J = 11.8, 10.1, 2.5 Hz, 2H), 3.70 (dt, J = 1 1 .8 Hz, 4.0 Hz, 2H), 6.96 (d, J = 9.2 Hz, 2H), 6.98 (d, J. 8 8 
Hz, 2H), 7.41 (d, J = 8.8 Hz, 2H), 7.55 (d, J = 9.0 Hz, 2H), 12.68 (s, 1 H); 13 C NMR (DMSO-d 6 ) 8 33.04 (t) 43 34 (t) 
45.00 (s), 64.10 (t), 115.14 (s), 119.59(d), 120.53 (d), 131.15 (s), 131.51 (d), 132.77 (s), 154.71 (s) 156 06 (s)' 
175.28 (s); EIMS (M + ): 424. Anal. Calcd. for C 19 H 19 S0 4 Br: C. 53.91; H. 4.52. Found: C, 53.53; H, 4.54; 

4-[4-(4-fluorophenoxy)phenylthiomethyl]tetrahydropyran-4-carboxylic acid: mp 143.0-143.4 °C; IR (KBr) 3436 (br) 
1721 cm' 1 ; 1 H NMR (DMSOd 6 ) 8 1.54 (ddd. J= 13.5. 10.1, 4.0 Hz, 2H), 1.94 (dm, J = 13.5 Hz, 2H), 3.17 (s, 2H)' 

3.38 (td, J = 1 1 .8. 2.5 Hz, 2H), 3.70 (dt. J = 1 1 .8 Hz, 4.0 Hz, 2H), 6.93 (d, J = 8.8 Hz, 2H),7.05 (dd J = 9 2 4 6 Hz 
2H), 7.21 (dd, J = 9.1, 8.4 Hz, 2H), 7.40 (d, J = 8.8 Hz, 2H), 12.65 (s, 1H); 13 C NMR (CDCI3) 8 33.05 (t), 43.65 (t)' 
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45.49 (s), 64.12 (t), 116.53 (dd, J c . f = 23.2 Hz), 118.71 (d), 120.63 (dd. J C F = 85 Hz), 130.31 (s), 131.69 (d), 
152.38 (s), 155.85 (s), 158.29 (d, = 239.9 Hz), 175.28 (s); EIMS (M + ): 362. Anal. Calcd. for C 19 H 19 S0 4 F: C. 
62.97; H, 5.28. Found: C, 62.79; H, 5.26. 

5 7E. Alternative Preparation of la where R 1 and R 2 ar both Methyl. R 3 and R 4 are Hydrogen, and R 5 is 4-(4-Chloroph- 
enoxY)phenyl 

Sodium hydride powder (0.86 g, 35.8 mmol) was added to a mixture of 4-(4-chlorophenoxy)thiophenol (3.55 g, 15 
mmol) in A/,A/-dimethylformamide (12 ml) at 0°C. The mixture was warmed to room temperature over 5 minutes, stirred 

10 for an additional 20 minutes, and solid chloropivalic acid (1.64 g. 12.0 mmol) was added in one portion. This mixture 
was heated to 80°C for 18 hours, cooled to room temperature, and water (1 ml) added. The residue was partitioned 
between methylene chloride (50 ml) and 2N hydrochloric acid (25 ml). The aqueous layer was separated and washed 
with additional methylene chloride (2 x 25 ml). The combined organic extracts were dried over magnesium sulfate, con- 
centrated in vacuo. Chromatography over silica gel, and eluting with 5% methanol/methylene chloride, gave slightly 

15 impure 3-[4-(4-chlorophenoxy)-pheny1thio]-2,2-dimethyl propionic acid (4 g, 99%). This material was recrystallized from 
the minimum amount of diethyl ether/hexanes to afford analytically pure acid as a white solid (3.20 g, 80%). mp 84.4- 
84.9°C; IR (KBr) 3433 (br), 1732 cm" 1 ; 1 HNMR (DMSO-d 6 ) 6 1.19 (s, 6H), 3.14 (s, 2H), 6.97 (d, J = 8.7 Hz, 2H), 7.01 
(d, J = 8.9, 2H), 7.40 (d, J = 8.8 Hz, 2H), 12.36 (br s, 1H). EIMS(M+): 378. Anal. Calcd. for C 17 H 17 S0 3 CI: C, 60.62; H, 
5.09. Found: C. 60.31; H, 4.96. 

20 

7F. Preparation of la where R 1 and R 2 when taken together with the Carbon to which thev are attached represent N- 
BQC-Piperidine. R 3 and R 4 are Hydrogen, and R 5 is 4-(4-Chlorophenoxy)phenv(. from a Compound of Formula (10b) 

7-(te^^BLrtoxycarbonyl)-2-oxa-7-azaspiro[3.5Jnonan-1-<)ne obtained in Example 51 above, was immediately dis- 
25 solved in A/,W-dimethylformamide (4 ml), slowly added to a solution containing the sodium salt of 4-(4-chlorophe- 
noxy)thiophenol (generated by the addition of sodium hydride power (340 mg, 14.17 mmol) to a solution of 4-(4- 
chlorophenoxy)thiophenol (3.00 g, 12.7 mmol) in A/,A/-dimethylformamide (19 ml), at 0°C and stirred for 30 minutes) 
over a 10-15 minute period, and was stirred an additional 15 minutes. The resulting slurry was heated to 80°C, stirred 
for 5 minutes, fert-butanol (2 ml) added, and the mixture cooled to room temperature over 20 minutes. The majority of 
30 the N,N<iimethytformamide was removed in vacuo, the pH adjusted to 3.5 using 2M aqueous hydrochloric acid and 
extracted into ethyl acetate (4 x 150 ml). The combined organic layers were dried over magnesium sulfate, concentrated 
in vacuo and the residue chromatographed over silica gel, eluting with 1% to 10% methanol/methylene chloride, to 
afford the piperidine acid, 4-[4-(4-chlorophenoxy)phenylthiomethyQ-A/-(/e/-f-bLrtoxycarbonyl)-piperidin-4-yl carboxylic 
acid as a pale yellow oil (5 g, 89%). 1 HNMR (OH not observed; CDCI 3 ) 5 1.37 (s, 1.55 (m c , 2H), 2.10 (m^ 2H), 3.05 
35 (m c , 2H), 3.06 (s, 2H), 3.72 (m c , 2H), 6.81 (d, J = 8.8 Hz, 2H), 6.85 (d, J = 8.9 Hz, 2H), 7.21 (d, J = 8.9 Hz, 2H), 7.30 
(d, J = 8.7 Hz, 4H). 

7G. Preparation of la where R 1 and R 2 when taken together with the Carbon to which thev are attached represent Tet- 
rahvdropyran, R 3 and R 4 are Hydrogen. R 5 is 4-(4-Chlorophenoxv)phenyl, from a Compound of Formula la where R is 
40 Ethyl 

To a solution of 4-[4-(4-chlorophenoxy)phenylthiomethyl]-tetrahydropyran-4-carboxylic acid ethyl ester (70 mg, 0.1 7 
mmol) in ethanol (2 ml) containing two drops of water, was added potassium hydroxide (58.3 mg, 1 .04 mmol). The mix- 
ture was refluxed for 13 hours, cooled to room temperature, acidified to pH 4, and extracted with ethyl acetate (4 x 50 
45 ml). The combined organic layers were dried over magnesium sulfate, and concentrated to afford 4-[4-(4-chlorophe- 
noxy)-phenylthiomethyl]-tetrahydropyran-4-carboxylic acid (66 mg, 100%), which is spectroscopically identical to that 
isolated from the prior procedure of Example 7D. 

7H. Preparation of la where R 1 and R 2 when taken together with the Carbon to which thev are attached represent Tet- 
so rahvdropyran. R 3 and R 4 are Hydrogen, R 5 is 4-(4-Bromophenoxv)phenyl. from a Compound of Formula la where R is 
Ethyl 

Similarly, following the procedure of Example 7G above, 4-[4-(4-bromophenoxy)phenylthiomethyl]-tetrahydropyran- 
4 -carboxylic acid and 4-[4-(4-fluorophenoxy)phenyfthiomethyI]-tetrahydropyran-4-carboxylic acid were prepared. 

55 
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71 Preparation of la where R 1 and R 2 when taken t ogether with the Carbon to which thev are attached represent Tet- 
rahyp'rQpyran . R 3 angJR 4 a re Hydrogen, R 5 is 4- ( 4-Chlorophenoxv)phenyl and R is Methvl, from the Corresnnnriinn 
Carboxvlic And 

To a solution of 4-[4-(4-chlorophenoxy}pheny^ acid ( 58 o mg, 1.53 mmol) 

and N, A/-dimethylformamide catalyst (22 nL) in methylene chloride (15 ml) at 0°C was added oxalyl chloride (0.33 ml, 
3.83 mmol) dropwise over 10 minutes. The mixture was warmed to room temperature over 1 hour, the partial slurry 
stirred an additional 12 hours, and concentrated in vacuo until the theoretical mass of the acid chloride was obtained. 
The residue was suspended in tetrahydrofuran (7.5 ml), and methanol (0.19 ml, 4.59 mmol), followed by triethylamine 
(0.64 ml, 4.59 mmol) was added. The mixture was heated to reflux for 14 hours, concentrated, and the resulting residue 
partitioned between methylene chloride (150 ml) and 1M aqueous hydrochloric acid (50 ml). The aqueous layer was 
back extracted with additional portions of methylene chloride (2 x 30 ml), the combined extracts dried over magnesium 
sulfate, and concentrated to afford crude 4-[4-(4-chlorophenoxy)phenyrthio^ acid 
methyl ester, which was taken directly into the next reaction without further purification. 1 HNMR (CDCU) 5 1 62 (rrv 
2H), 2.15 (dm, J = 13.6 Hz, 2H), 3.13 (s, 2H), 3.47 (td. J = 11.9, 2.4 Hz, 2H), 3.59 (s, 3H), 3.81 (dt J = 12 0 4 1 Hz' 
2H), 6.92 (d, J = 8.9 Hz, 2H), 7.29 (d. J = 8.8 Hz, 2H), 7.36 (d, J = 8.8 Hz, 2H). 

7J - Preparation of la where R 1 and R 2 taken together with the Carbon to which thev are attached represent Tetrahy rirn- 
pyrarLR andR are Hydrogen, R 5 is 4-4-Chlorophenoxvto henvl. and R is Ethyl, from a Compound of Formula H31 

4-(lodomethyl)tetrahydropyran-4-carboxylic acid ethyl ester (300 mg, 1 mmol) was added to a solution containing 
the sodium salt of 4-(4-chlorophenoxy)thiophenol (generated by the addition of sodium hydride powder (36 mg 1 5 
mmol) to a solution of 4-(4-chlorophenoxy)thiophenol (262 mg, 1 .1 mmol) in A/,A/-dimethylformamide (2 ml) at 0°Cand 
stirring for 30 minutes). The mixture was warmed to room temperature over 5 minutes, stirred for an additional 20 min- 
utes, cooled to room temperature, and 1M aqueous hydrochloric acid (5 ml) added. The mixture was then partitioned 
between ethyl acetate (100 m!) and 2M hydrochloric acid (25 ml). The aqueous layer was separated and washed with 
additional ethyl acetate (2 x 50 ml). The organic extracts were combined, washed with 1 M sodium hydroxide (2 x 30 ml), 
dried over magnesium sulfate, concentrated in vacuo. Chromatography over silica gel, and eluting with 20% ethylace- 
tate/ hexanes, yielded pure 4-[4-(4-chlorophenoxy)phenyHhiomethyll-tetrahydropyran-4-carboxylic acid ethyl ester (370 
mg, 91%), followed by impure 4-[4-(4-chlorophenoxy) phenylthiomethyl]tetrahydropyran-4-carboxylic acid ethyl ester 
(40 mg). IR (KBr) 1728 cm 1 ; 1 HNMR (CDCI 3 ) 1.23 (q, J = 7.1 Hz, 3H), 1.56 (ddd, J = 14.6, 10.9, 4 4 2H) 1 63 (ddd 
J= 14.6, 5.7, 3.3. 2H), 3.13 (s,2H), 3.51 (ddd. J = 1 1.8, 11.1, 2.4 Hz, 2H), 3.80 (dt, J = 11.8, 4.1 Hz 2H) 4 07(q jL 
7.1 Hz, 2H), 6.91 (d, J = 8.9 Hz, 2H), 6.92 (d, J = 8.9 Hz, 2H), 7.29 (d, J = 9.0 Hz. 2H), 7.39 (d, J = 8.9 Hz 2H) ' 13 C 
NMR (CDCI 3 ) a 14.20 (q), 33.72 (t). 45.72 (t), 46.07 (s). 60.92 (t), 65.06 (t), 119.29 (d). 120.20 (d). 128.43 (s) 129 85 
(d), 130.57 (s). 133.05 (s), 155.40 (s), 156.21(s), 174.02 (s); EIHRMS Calcd. for C2iH 23 S0 4 CI (M + ): 406.1006 Found 
406.1008. Anal. Calcd. for C^H^SCUCI: C. 61.98; H. 5.70. Found: C. 61.86; H, 5.68. 

7K - Preparation of la where R 1 and R 2 when taken t ogether with the Carbon to which thev are attached represent Tet- 
rahydropyran , R 3 andR 4 are Hydrog en, R 5 is 4-r4-Bromophenoxvtohenvl. and R is Ethvl. from a Compound of Formula 


Similarly, replacing 4-(4-chlorcphenoxy)thiophenol with 4-(4-bromophenoxy)thiophenol, and following the proce- 
dures of Example 7J above, 4>[4-(4-bromophenoxy)phenylthiomethyQ-tetrahydropyran>4-carboxylic acid ethyl ester was 
prepared (2.10 g, 93%). IR (KBr) 1728 cm' 1 ; 1 HNMR (CDCI 3 ) 5 1.22 (q, J = 7.1 Hz, 3H). 1.60 (ddd, J . 14 6 10 9 4 5 
2H), 2.14 (ddd. J = 14.6, 5.7, 3.3, 2H), 3.13 (s, 2H), 3.81 (ddd, J= 11.8, 11.1. 2.4 Hz, 2H), 4.07 (q, J = 7 1 Hz 2H) 6 87 
(d, J = 9.0 Hz, 2H). 6.92 (d, J = 8.8 Hz, 2H), 7.37 (d, J = 8.8 Hz, 2H), 7.43 (d, J = 9.0 Hz, 2H); 13 CNMR (CDCI 3 ) 6 14 20 
(q). 33.71 (t). 45.69 (t). 46.05 (s), 60.92 (t), 65.05 (t), 1 16.06 (s), 119.40 (d), 120.59 (d), 130.69 (s). 132.81 (d) 133 03 
(s), 156.04 (s), 156.16 (s), 174.01 (s); EIHRMS Calcd. for C 21 H 2 3S0 4 Br (M + ): 450.0500. Found: 450.0505. Anal. Calcd 
for C 21 H 2 3S0 4 CI: C, 55.88; H, 5.14. Found: C, 55.52; H, 5.09. 

Similar reactions were carried out, starting from compounds of Formula (13) where X is iodo, bromo, and chloro 
and moderate to good yields were obtained in all cases. 

7L. Preparation o f la. varying R 1 f R 2 , R 3 ^R 4 ^nHR5 

Similarly, optionally replacing 4<arboxymethyiene-A/-CBZ-piperidine with other A/-protected compounds of For- 
mula (4) and following the procedures of Example 7A (1) and (2) above, or optionally replacing cyclopentylideneacetic 
acid with other compounds of Formula (4) and following the procedures of Example 7B above, and optionally replacing 
p-phenoxythiophenol with other compounds of Formula (5), the following compounds of Formula la were prepared: 
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2-[4-(4-methoxyphenylthio)-A/-CBZ-piperidin-4-yl-]-acetic acid; 
2-[4-(4-methoxyphenylthio)-piperidin-4-yl)]-acetic acid; 
2-benzyl-3-(3-methoxyphenylth!0)-propionic acid; 

2- benzyl-3-(4-methoxyphenylthio)-propionic acid; 

3- benzyl-3-(4-methoxyphenylthio)-propionic acid; 
3,3-dimethy!-3-[(4-chlorophenoxy)phenylthio]-propionic acid ; 
2-{4-{4-(4-fliJorophenoxy)phenylthioJ-pipendin-4-yl} -acetic acid; 

2- {4i4-(4-flirarophenoxy)phenyt^^ acid; 

3- benzyl-3-[(4-phenylthiophenyl)thio]-propionic acid; 
3-benzyl-3-(phenylthio)-propionic acid; 
3-benzyl-3-(4-phenoxphenylthio)-propionic acid; 
3-benzyl-3-[(44)iphenyl)thio]-propionic acid; 
3-benzy1-3-(2-naphthyfthio)-propionic acid; 
3-benzyl-3-(4-methoxystyrylphenylthio)-propionic acid; 
3-cyclopentylmethyl-3-(4-methoxyphenylthio)-propionicacid; 
3<yclopentylmethyl-2-isopropyl-3-(4«methoxyphenyithio)-propionicacid; 

3- ethyl-2-methyl-3-(4*methoxyphenylthio) -propionic acid ; 
3,3-dimethyl-(4-melhoxyphenylthio)-propionic acid; 

2-[1 -(4-methoxyphenylthio)-cyclopent-1 -yt]-acetic acid; 
2-[4-(4-methoxyphenylthio)-cyclohexanone-4-yl]-acetic acid ethylene ketal; 
2-[1 -(4-methoxyphenylthio)-(4-methy)cyc)ohex-1 -yl]-acetic acid; 
2-[1 -(4-phenoxyphenylthio)-cyclohex-1-yl]-acetic acid; 
2-[4-{4-phenoxyphenylthio)-tetrahydropyran-4-yl]-acetic acid; 
{4-[4-(4-benzo[b]thiophen-2-yl-phenoxy)phenylthio)-tetrahydropyran-4-yl]-acetic acid; 
2-{4-[4-(phenylmethyl)phenylthio]4etrahydropyran-4-yl}-acetic acid ; 
2-{4-[4-(4-fluorophenoxy)phenylthio]-tetrahydropyran-4-yl)-acetic acid; 

2-{4-[4-(4-chlorophenoxy)phenylthio]-tetrahydropyran-4-yl}-acetic acid: mp 138.5-138.8 °C; 1 HNMR (CDCI 3 , OH 
not seen) 6 1.73 (d, J = 14.7, 2H), 1.91 (ddd, J = 14.7, 10.1, 4.3 Hz, 2H), 2.58 (s, 2H), 3.76 (dt, J = 11.8, 4.1 Hz, 
2H), 4.02 (dt, J = 11.8, 2.6 Hz, 2H), 6.94 (d, J = 8.8 Hz, 2H), 6.98 (d, J = 8.9 Hz, 2H), 7.33 (d. J = 8.9 Hz, 2H), 7.53 
(d, J = 8.8 Hz, 4H); FABMS (M + ). 379.2. Anal. Calod. for C 19 H 19 S0 4 CI: C, 60.23, H, 5.05. Found. C, 60.39; H, 5.01; 
2-{4-[4-(4-chIorophenoxy)phenylthio]-tetrahydropyran-4-yl}-acetic acid; 
2-{4-[4-(4-bromophenoxy)phenyrthio]-tetrahydropyran-4-yl}-acetic acid; 
2-[4-(4-phenoxyphenyIthio)-tetrahydrothiopyran-1 , 1 -dioxide-4-yl]-acetic acid; 
frans-2-(4-methoxyphenylthio)-cyclopentanecarboxylic acid; and 

2- (4-methoxyphenylthio)-cyclohexanecarboxylicacid. 

7M. Preparation of la, varying R 1 . R 2 . R 3 . R 4 . and R 5 

Similarly, optionally replacing 2,7<lioxa-spiro[3.5]nonane-1-one with other compounds of Formula (10) and follow- 
ing the procedures of Example 7D above, and optionally replacing 4-(4-chlorophenoxy)-thiophenol with other com- 
pounds of Formula (5), the following compounds of Formula la were prepared: 

4- [4-(4-fluorophenoxy)phenyithiomethyl]tetrahydropyran-4-carboxylicacid; 
4-[4-(4-bromophenoxy)pherryithiome%l]tetrahydrc»pyran-4-carboxylic acid; 

3- (4-benzoytphenylthio)-2,2-dimethyl propionic acid; 

3- [4-(4-chlorophenoxy)phenylthio]-2,2-dimethyl propionic acid; 

4- [(4-phenoxypyrid-4-yl)1hiomethyl]tetrahydropyran-4-carboxylic acid: 1 HNMR (OH not observed; CDCI 3 ) 6 1.65 
(nv 2H), 2.16 (dm, J = 14.2 Hz, 2H), 3.20 (s, 2H), 3.57 (tm, J = 11.4 Hz, 2H), 3.84 (dm, J = 12.0 Hz, 2H), 6.87 (d, 
J =6.2 Hz, 2H), 7.00 (d, J = 8.6 Hz, 2H), 7.47 (d, J = 8.9 Hz, 2H), 8.43 (d, J = 6.0 Hz, 2H). 

7N. Preparation of la. varying R 1 . R 2 . R 3 , R 4 . and R 5 

Similarly, following the procedures of Example 7 above, other compounds of Formula la are prepared. 
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EXAMPLE 8 

Preparation of Compounds of Formula lh» 

8A - Preparation of Ibawher R 1 and R 2 when taken together with the Carbon to which thev are attached represent Tet- 
rahydr opyran, R 3 and R 4 are Hydrogen, and R 5 is 4-(4-Chlorop h enoxv)phenvl 

Oxalyl chloride (37.5 ml, 429.5 mmof) was added dropwise over 10 minutes to a suspension of 4-[4-(4-chIorophe- 
noxy)phenylthiomethyl]-tetrarvdropyran-4-carboxylic acid (65.1 g, 1 71 .8 mmol) and AW-dimethylformamide catalyst (2 
ml) in methylene chloride (1 litre) at 0°C. The mixture was warmed to room temperature over 1 hour and the resultant 
partial slurry stirred an additional 20 hours, concentrated under reduced pressure until the theoretical mass of the acid 
chloride was obtained. This mixture was dissolved in methylene chloride (600 ml), cooled to 0°C, and /V,0-bis(trirneth- 
ylsilyl)hydroxylamine (109.1 ml, 510.45 mmol) added dropwise over 10 minutes. The mixture was immediately warmed 
to room temperature, stirred 3 hours, and recooled to 0°C. Aqueous 2.4M hydrochloric acid solution (400 ml, 960 mmol) 
was added to the solution, causing precipitation of the hydroxamic acid product within several minutes after the addition. 
The slurry was stirred an additional 30 minutes and filtered. The filter cake was washed with water (3 x 30 ml) and 50% 
diethyl ether-hexanes (2 x 25 ml) and dried at 70°C to afford 4.[4-(4-chlorophenoxy)phenylthiomethy0-tetrahydropyran- 
4-(/V-hydroxycarboxamide) (61.8 g, 92%). mp 146.6-148.0 °C; IR (KBr) 3426 (br), 1636 cm 1 ; 1 HNMR (DMSO-d 6 ) 5 
1 .54 (ddd, J = 13.8, 10.2, 4.0 Hz, 2H), 2.00 (dm, J = 13.8 Hz, 2H), 3.16 (s, 2H), 3.39 (m, 2H), 3.66 (dt J= 1 1 7 3 8 Hz 
2H), 6.98 (d, J = 8.8Hz, 2H), 7.02 (d, J=9.0Hz, 2H), 7.40 (d, J = 8.8 Hz, 2H), 7.41 (d, J = 8.9 Hz, 2H), 8.78 (s 1 H) 10 63 
(s, 1H); 13 CNMR (CDCI 3 ) 6 32.79 (t), 43.60 (s), 43.70 (t). 63.93 (t), 1 19.56 (d), 120.07 (d), 127.19 (s) 129 85 (d) 131 24 
(d), 131 .34 (s), 154.62 (s), 155.59 (s), 169.69 (s); FAB H RMS Calcd. for C 19 H 21 NSO4CI (M + + H): 394 0880 ' Found' 
378.0872. Anal. Calcd. for C 19 H2oNS0 4 CI: C, 57.94; H, 5.12; N. 3.56. Found: C, 57.98; H, 5.04; N, 3.68. 

8a Alternative Preparation oflfra where R 1 and R 2 when taken tog ether with the Carbon to which thev are attach*** 
represent Tetrah ydropyran, R 3 and R 4 are Hvdrooen. and R 5 is 4-(4-Chlorophenoxy) phftnyi 

Oxalyl chloride (37.5 ml, 429.5 mmol) was added dropwise over 10 minutes to a solution of 4-[4-(4-chlorophe- 
noxy)phenylthiomethyl]-tetrahydropyran-4-cajtoxylic acid (65.1 g, 171.8 mmol) and N } A/-dimethylformamide catalyst (2 
ml) in methylene chloride (1 litre) at 0°C. The mixture was warmed to room temperature over 1 hour, and the resultant 
partial slurry stirred an additional 20 hours and concentrated in vacuo until the theoreticai mass of the acid chloride was 
obtained. A solution of the acid chloride mixture (650 mg, 1.68 mmol) in methylene chloride (3.4 ml) was added drop- 
wise over 2 minutes to a solution of 50% aqueous hydroxylamine (556 mg) in 2:1 tetrahydrofuran/terf-butanol (5.1 ml). 
The mixture was stirred 1 .5 hours and concentrated until approximately 1 ml of aqueous solution was remaining. The 
slurry was filtered, washed with 1:1 diethyl ether-hexanes (3X15 ml) and the solid dried overnite at 70°C in a vacuum 
oven, to afford 4-[4-(4-chlorophenoxy)phenyrthi<>me^ (584 mg> 91 o /o) 

mp 146.6-148.0 °C; IR (KBr) 3426 (br), 1636 cm* 1 ; 1 HNMR (DMSO-de) i> 1.54 (ddd, J = 13.8, 10 2 4 0 Hz 2H) 2 00 
(dm, J = 13.8 Hz, 2H), 3.16 (s, 2H), 3.39 (m t 2H), 3.66 (dt, J = 11.7, 3.8 Hz, 2H), 6.98 (d, J = 8.8 Hz, 2H) 7 02 (d J = 
9.0 Hz, 2H), 7.40 (d, J = 8.8 Hz, 2H), 7.41 (d, J = 8.9 Hz, 2H), 8.78 (s, 1 H), 10.63 (s, 1 H); 13 C NMR (CDCI3) 5 32 79 (t) 
43.60 (s), 43.70(f), 63.93 (t), 119.56(d), 120.07(d), 127.19(s), 129.85(d), 131.24(d), 131.34(s), 15462 (s) 15559 
(s), 169.69 (s); FABHRMS Calcd. for C^H^NSC^C! (M + + H): 394.0880. Found: 378.0872. Anal Calcd for 
C 19 H 20 NSO 4 CI: C, 57.94; H, 5.12; N, 3.56. Found: C, 57.98; H, 5.04; N, 3.68. 

8C. Preparation of Iba. varvino R 1 . R 2 R 3 , R 4 _gndR5 

Similarly, replacing 4-[4<4-chlorophenoxy)phenyl-thiomethyl]-tetrahydropyran-4-carboxylic acid with other com- 
pounds of Formula la and following the procedures of Example 8A above, the following compounds of Formula Iba were 
prepared: 

4-[4-(4-flu<xophenoxy)phenylthiom mp H6.2-146.5 °C; IR (KBr) 

3431 (br), 1628 cm" 1 ; 1 HNMR (CDCI 3 ; NH and OH not observed) 6 1 .35 (ddd, J = 13.8, 10.2 40Hz 2H) 1 83 (dm 
J = 13.8 Hz, 2H), 2.85 (s, 2H), 3.23 (m, 2H), 3.46 (dt, J = 1 1 .9. 3.9 Hz, 2H), 6.58 (d, J = 8.8 Hz 2H) 6 57 (d J = 
8.8 Hz, 2H), 6.65-6.78 (m, 4H),7.06 (d, J = 8.8 Hz, 2H); 13 C NMR (CDCI 3 ) 8 32.99 (t), 44.27 (s), 45 49 (t) 64 63 (t) 

1 16.28 (dd, J c . r = 23.2 Hz), 1 18.64 (d). 120.49 (dd, J C . F = 8.5 Hz). 130.41 (s), 132.49 (d). 152.46 (s), 156.49 (s)' 

160.29 (d, Jc F = 241.9 Hz), 170.23 (s); FABMS (M + + H): 378. Anal. Calcd. for C 19 H 20 NSO 4 F: C, 60.46 H 5 34- 
N, 3.71 . Found: C, 60.08; H, 5.29; N, 3.65. 

4-[4-(4*romophenoxy)phenylthiomethy0tetrahydrc)pyran-4-/V-hydroxycarboxamide: mp 153.1-154.0 °C; IR (KBr) 
3434 (br), 1634 cm* 1 ; 1HNMR (CDCl 3 ; NH and OH not observed) 6 1.68 (ddd, J = 14.0, 10.0. 4.0 Hz, 2H). 2 13 
(dm, J = 14.0 Hz, 2H), 3.15 (s, 2H), 3.55 (ddd, J = 12.0, 10.2, 2.5 Hz, 2H), 3.76 (dt, J = 12.0 Hz, 4.1 Hz, 2H)' t 6 87 
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(d, J = 9.0 Hz, 2H), 6.90 (d. J = 8.8 Hz, 2H), 7.37 (d. J = 8.8 Hz, 2H), 7.43 (d, J = 9.0 Hz t 2H); 13 CNMR (CDCI 3 ) 5 
33.01 (t). 44.32 (s), 45.40 (t), 64.65 (t), 1 15 95 (s), 1 19.50 (d), 120.53 (d), 130.67 (s), 132.76 (d), 132.80 (d), 155.92 
(s), 156.16 (s), 170.60 (s); FABMS (M + + H): 438. Anal. Calcd. for C 19 H 20 NSO 4 Br: C, 52.06; H, 4.60; N, 3.20. 
Found: C, 51.84; H, 4.52; N, 3.54. 

3-(4»b rizoylphenylthio)-2,2KJimethyl-N-hydroxypropionamide; 

3- [4-(4-chlorophenoxy)phenytthio]^ mp 114.7-115.3 °C; 1 HNMR (CDCI 3 ) 6 
1.30 (s, 6H), 3.14 (s, 2H), 6.90 (d, J = 8.8 Hz, 2H), 6.92 (d, J = 8.8 Hz, 2H), 7.29 (d, J = 8.9 Hz, 2H), 7.37 (d t J = 
8.8 Hz, 1H); FABHRMS Calcd. for C 17 H 18 NS0 3 CI (M+ + H): 352.0772. Found: 352.0774. Anat. Calcd. for 
C 17 H 18 NS0 3 CI: C, 58.03; H, 5.16; N, 3.98. Found: C, 57.85; H, 5.10; N, 4.12. 
3,3-dimethyl-3-[(4-chlorophen 

{4-[4-(4-benzo[b]thiophen-2-yl-phenoxy)phen^ 
2-{4-[4-(r^enylmethyl)phenyrthio]-tetraty 

2-{4-[4-(4-chloropheroxy)phenylthioH^ and 
2-{4-[4-(4-bromQphenoxy)phenylthio]-tetrahy 

8D. Pre par a tion p f l fra , varying R 1 ^R 2 ^R 3 ^R 4 , and R 5 

Similarly, replacing 4-[4-(4<hlorophenoxy)phenylthiomelhyl]-tetrahydropyran-4-carboxylic acid with other com- 
pounds of Formula la and following the procedures of Example 8A above, other compounds of Formula Iba are pre- 
pared, for example: 

4- (4-phenoxyphenylthiomethyl)teta 
4-[4-(4-fluorophenoxy)phenyithiomethyl]tetraty^ 
4-[4-(4-chlorophenoxy)phenyrthiom 

4-[4-(4-chlorophenoxy)phenylthiomethyrj- 1 -methylpiperidine-4-( A/-hydroxycarboxamide) ; 
4-[4-(4-chlorophenoxy)phenylthiomethyl]- 1 -(cyclopropyl-methyl)piperidi ne-4-( A/-hydroxycarboxamide) ; 
4-[4-(4-chlorophenoxy)phenylthiomethyl]- 1 -acetylpiperidine-4-( /V-hydroxycarboxamide); 
4-[4-(4-chlorophenoxy)phenylthiomethylJ- 1 -(3-pyridyl)-piperidine-4-(A/-hydroxycarboxamide} ; 
4-[4-(4-chlorophenoxy)phenylthiomethyl]- 1 -(3-pyridoyl)-piperidine-4-( /v-hydroxycarboxamide) ; 
2-[4-(4-methoxyphenylthio)-A/-CBZ-piperidin-4-yl-]-A/-hydroxyacetamide; 
2-[4-(4-methoxyphenylthio)-piperidin-4-yl)]-A/-hydroxyacetamide; 
2-benzyl-3-(3-methoxyphenylthio)-N-hydroxypropionamide; 

2- benzyl-3-(4-methoxyphenylthio)-A/-hydroxypropionamide; 

3- benzyl-3-(4-methoxyphenylthio)-A/-hydroxypropionamide; 
2-{4-[4-(4-fluorophenoxy)phenyllhio]-piperidin-4-yl}-/V-hydroxyacetamide; 

2- {4-[4-(4-fluorophenoxy)phenylthio]-A/-CB 

3- benzyl-3-[(4-phenylthiophenyl)thk>]-N-lTydroxypropionamide; 
3-benzyl-3-(phenylthio)-A/-hydroxypropionamide; 
3-benzyl-3-(4-phenoxphenylthio)-A/-hydroxypropionamide; 
3-benzyi-3-[(4-biphenyl)thio]'A/-hydroxypropionamide; 
3-benzyl-3-(2-naphthyrthio)-A/-hydroxypropionamide; 
3-benzyl-3-(4-methoxystyrylpheny1thio)-N-hydroxypropionamide; 
3-cydopentylmethyl-3-(4-methoxyphenylthio)-A/-hydroxypropionamide; 
3-cydoperrtylmethyl-2-isopropyl-3-(4-methoxyphenylthio)-/V-hydroxyp^ 
3-etrryl-2-melhyl-3-{4-methoxyphenylthio)-N-hydroxyprapionamide; 
3,3-dimethyl-(4-meihoxyphenylthio)-A/-hydroxypropionamide; 

2-11 -(4-methoxyphenylthio)-cycloperrt-1 -yl]-A/-hydroxyacetamide; 
2-[4-(4-methoxyphenylthio)-cyclohexanone"4-yl]-A/-hydroxyacetamide ethylene ketal; 
2-[1 -(4-methoxyphenylthio)-(4-methylcyclohex-1 -yO-ZV-hydroxyacetamide; 
2-{1 -(4-phenoxyphenylthio)-cyclohex-1 -yl]-N-hydroxyacetarriide; 
2-[4-(4-phenoxyphenylthio)-tetrahydropyran-4-yl]-A/-hydroxyacetamide; 
2-{4-[4-(4-fluorophenoxy)phenylthio]-tetrahydropyran'4-yl]-A/-hydroxyacetamide; 
2-[4-(4-phenoxyphenyIthio)-tetrahydrothiopyran- 1 , 1 -dioxide-4-yl]-A/-hydroxyacetamide; 
/ra/7s-2-(4-methoxyphenylthio)-cyclopentanecarboxylic acid; and 
2-(4-methoxyphenylthio)-cydohexanecarboxy}ic acid. 
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EXAMPLE 9 

Preparation of Compound s of Formula lb 

9A. Preparation of lb where R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which they 
are attached are Cvclopentvl. and R 5 is 4-Phenoxvphenvf 

The 2-[1-(4-phenoxypheny]thio)-cyclopent-1-yl]-acetic acid obtained in Example 5 was dissolved in methylene 
chloride (8 ml) and treated with 4<fimethylaminopyridine (180 mg), 0-(te^butyl)-hydroxylamine hydrochloride (360 
mg), triethylamine (540 pL), pyridine (400 |iL), and 1-(3-dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (750 
mg). After stirring overnight the reaction mixture was partitioned between ethyl acetate and water, the organic layer sep- 
arated, and the solvent removed under reduced pressure. Preparative TLC of the residue and elution with 2:1 hex- 
ane/ethyl acetate gave A/-(fer/-butoxy)-2-[1-(4-phenoxyphenylthio)-cyclopent-1-yl]-acetamide (270 mg) as a white 
foam, which can be used in the next reaction without further purification. 

9B. Pr e p a r a ti on of lb where R 1 andR 2 are Hydrogen. R 3 and R * when taken together with the Carbon to which they 
are attached are Tetrahvdropyran. and R 5 is 4-Phenoxyphenyl 

0-(ferf-Butyl)hydroxylamine hydrochloride (9.57 g), 4-methy!morpholine (15.64 ml), hydroxybenzotriazole (6.87 g), 
and 1-(3<limelhylaminopropyl)-3-ethylcarbodiimide hydrochloride (19.5 g) was added to a solution of 2-[4-(4-phenoxy- 
phenylthio)-tetrahydropyran-4-yl]-acetic acid (17.5 g) in methylene chloride (200 ml). After stirring for 3 hours at room 
temperature, 0.5 M hydrochloric acid (200 ml) was added to the mixture, and the mixture extracted with methylene chlo- 
ride. The solvent was removed from the combined extracts under reduced pressure. Silica gel chromatography of the 
residue and elution with 35%-80% ethyl acetate/hexane gave A/-ter/-butoxy-2-[4-(4-phenoxyphenylthio)-tetrahydro- 
pyran-4-ylJ-acetamide (15.3 g) as an oil, which can be used in the next reaction without further purification. 

9C. Preparation of lb where R 3 and R 4 are Hydrogen. R 1 andR 2 when taken together with the Carbon to which they 
are attached are /V-BQC-Pipericiine. and R 5 i s 4-(4-ChlprpphenQ xy) phe nyl 

4-Methylmorpholine (2.60 ml, 23.68 mmol) was added dropwise to a solution of 2-{4-[4-(4-chlorophenoxy)phenylth- 
iomethyl]-A/-BOC-piperidin-4-yl}-carboxylic acid obtained in Example 6 (2.83 g, 5.92 mmol), 0-(fer?-butyl)hydroxy- 
lamine hydrochloride (2.23 g, 17.76 mmol), and 1-(3-dimethylaminopropyl)-3-ethyicarbodiimide hydrochloride (2.27 g, 
1 1 .84 mmol) in anhydrous methylene chloride (25 ml) cooled to 0°C. After the resulting mixture was allowed to warm to 
room temperature over 1 hour and stirred for an additional 1 2 hours, the mixture was partitioned between diethyl ether/1 
N aqueous hydrochloric acid (300 ml). The acid layer was back extracted using diethyl ether (2 x 100 ml), and the com- 
bined ether extracts dried over magnesium sulfate and concentrated. Chromatography over silica gel, and eluting with 
25% ethyl acetate/hexanes, gave N-(fert-birtoxy)-2-{4-[4-(4-chloroph 

carboxamide (2.88 g, 89%). 1 HNMR (CDCI 3 ) 6 1.31 (s, 9H), 1.45 (s, 9H), 1.58 (m c , 2H), 2.10 (br d, J = 14.2 Hz, 2H), 
3.13 (s, 2H), 3.19 (nv 2H), 3.73 (m c , 2H), 6.93 (d, J = 8.8 Hz, 2H), 6.95 (d. J = 8.9 Hz, 2H), 7.30 (d, J = 8.9 Hz, 2H), 
7.38 (d, J = 8.7 Hz, 2H), 8.15 (br s, 1H). 

9D. Preparation of lb. varying R 1 . R 2 . R 3 . R 4 . and R 5 

Similarly, following the procedures of Example 9A above, but replacing 2-[1 -(4i3henoxyphenylthio)-cyclopent-1 -yl]- 
acetic acid with other compounds of Formula la, the following compounds of Formula lb were prepared: 

A/- fert-birtoxy-2-[4-(4-phenoxypte 
/V-te/f4Dutoxy-2-[4<4-methoxyphen^ 

/V-te/t^utoxy-2-{4-[4-(4-fluorophenoxy)phenylthio]-A/-CBZ-piperidin-4-yl}-acetemide^ 
^fe/t-birtoxy-2-{4-[4-(4-flucro^ 

A/-te/t-butoxy-2-[4-(4-phenoxyphenyithio)-piperidin-4-yl)]-acetamide; 

/V-fe/t-butoxy-2-[4-(3-methoxyphenylthio)-piperidin-4-yi)]-acetamide; 

A/-te^-butoxy-2-[4-(4-methoxyphenylthio)-piperidin-4-yl)]-acetamide; 

A/-te/-f-butoxy-2-benzyl-3-(phenylthio)-propionamide; 

N- fe/1-butoxy-3-benzyl-3-(phenylthio)-propionamid e; 

A/-te/t-butoxy-3-benzyl-3-(4-methoxyphenyrthio)-propionamide; 

/V-te/t43utoxy-3-benzyl-3-[(4-phenyHhicphenyl)thio]-propionamide; 

A/-tert-butoxy-3-benzyl-3-(4-phenoxyphenylthio)-propionamide; 

A/-ferf-butoxy-3-benzyl-3-[(4-biphenyl)thio]-propionamide; 
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A/-fert^oxy-3-benzyl-3-(2-naphthylthio)-propionamide; 

A/-fer/45utoxy-343enzyl-3-(4-methoxystyrylphenylthio)^ropionamjcle; 

/V-te/t-butoxy-3^yclopentylmelhyl-3-(4-methoxyphenytthb 

A/-/erf^utoxy-3<yclopertyimethyl-2-isopro^ 

/V-terf-butoxy-3- thyl-2-methyl-3-(4-methoxyphenyfthio)-propionamide; 

N-fer/4xJtoxy-3^<Jime%i-(4-methoxyphenyl^io)i3ropionamide; 

/V-terr-butoxy-2-[1 -(4-methoxyphenylthio)-cyclopenM -yO-acetamide; 

A/- terM)utoxy-2-[H4-metho^ 

N- fert-butoxy-2-[4-(4-phenoxyphenylthio) -cyclohexanone-4-y(]-acetamide ethylene ketal ; 

W-fert-butoxy-2-[1 -(4-phenoxyphenylthio)-cyclohex-1 -ylj-acetamide; 

/V-te^butoxy-2-[4^4-methoxyphenyltW^ 

/V-fe/rtiJtoxy-2-[4^4-methoxyphenyrtM^ 

A/-te^butoxy-2^444-(4-fluorophenoxy)phenyOT^ 

N-fe^butoxy-2-{444«(4^loroph^ 

A/-fert-butoxy-2-[4^4i)henoxyphenylthio)-tetrahydrothic^yranO 

A/-te/t43irtoxy-4-[4^4-pyridyloxy^ 1 HNMR (CDCI 3 ) 8 1.31 (s, 9H). 

1.70 (m c . 2H), 2.14 (dm. J = 11.8 Hz, 2H) ( 3.21 (s, 2H), 3.63 (m c , 2H), 3.82 (m^ 2H), 6.84 (d. J =6.4 Hz, 2H), 7.03 
(d, J = 8.6 Hz, 2H), 7.44 (d, J= 8.4 Hz, 2H), 8.20 (s, 1 H), 8.48 (d, J = 5.8 Hz, 2H). 

N-fe^butoxy-4-[4^5-chloro-2i^iclylo mp 100.5-102.7 °C; IR 

(KBr) 3438 (br), 1657 cm" 1 ; 1 HNMR (DMSOk%) 1.19 (s, 9H), 1.57 (ddd. J = 13.5, 10.1, 4.0 Hz, 2H), 2.05 (dm, J = 
13.5 Hz, 2H), 3.34 (s, 2H), 3.42 (m^ 2H), 3.65 (dm, J = 1 1.6 Hz, 2H), 7.09 (d, J = 8.8 Hz, 2H), 7.10 (d, J = 8.8 Hz, 
2H), 7.41 (d, J = 8.7 Hz, 2H), 7.95 (dd. J = 8.8, 2.7 Hz, 1H), 8.19 (d, J * 2.7 Hz, 1H), 10.37 (s, 1H); 13 CNMR 
(DMSO-d 6 ) 8 26.66 (q). 33.03 (I), 43.20 (t), 44.25 (s), 64.10 (t), 80.78 (s), 1 13.00 (d), 121 .88 (d). 124.88 (s), 130.43 
(d), 132.67 (s). 139.93 (d), 145.51 (d), 151.89 (s), 161 .58 (s). 171.64 (s); FABHRMS Calcd. for C22H28N2SO4CI (M + 
+ H): 451.1458. Found: 451.1461. Anal. Calcd. for C22H27N2SO4CI: C, 58.59; H. 6.03; N, 6.21. Found: C, 58.70; H, 
6.05; N, 6.43. 

N-fert-butoxy-3-[4-(5-chloro-2i5yrta^ mp 90.8-91.9°C; IR 

(KBr) 3438 (br), 1651 cm' 1 ; 1 HNMR (DMSO-de) 8 1.18 (s, 9H), 1.21 (s, 6H), 3.20 (s, 2H), 7.08 (m c , 3H), 7.40 (d, J 
= 8.7 Hz, 2H), 7.93 (dd, J = 8.7, 2.7 Hz, 1H), 8.17 (d, J = 2.7 Hz, 1H), 10.17 (s, 1H); 13 C NMR (DMSO-d 6 ) 8 24.67 
(q), 26.48 (q), 42.54 (s), 44.31 (t), 80.62 (s), 1 12.95 (d), 121.79 (d). 125.28 (s) t 130.32 (d). 133.31 (s). 139.86 (d), 
145.48 (d), 151.77 (s), 161.58 (s). 173.77 (s); FABHRMS Calcd. for C20H26N2SO3CI (M + + H): 409.1353. Found: 
409.1354. Anal. Calcd. for C 2 oH25N 2 S0 3 CI: C, 58.74; H, 6.16; N, 6.85. Found: C, 58.91; H, 6.13; N, 7.07. 
N- fer/-butoxy-2-(4-metrioxyphenylmercapto) -cyclohexane-carboxamide; and 
/V-ter/-butoxy-^ar7S-2-(4-methoxyphenylmercapto)-cycloperTtaneca 

9E. Preparation of lb. varying R 2 , R 3 , R 4 . and R 5 

Similarly, following the procedures of Example 9A above, but replacing 2-[1 -(4-phenoxyphenyhhio)-cyclopent-1 -yl]- 
acetic acid with other compounds of Formula la, other compounds of Formula lb are prepared. 

EXAMPLE 10 

Preparation of Compounds of Formula Id 

10A. Preparation 0 f |0 whgre n is Q, R 1 anglR 2 are Hydrogen, R 3 angLR 4 when taken together with the Carbon to which 
th ey a re a ttach^ a re Cyfl o pentyi. and R 5 is 4-Phenoxy pn eny i 

The A/-ferf-butoxy-2-[l-(4-phenoxyphenylthio)-cyclopent-1-yl]-acetamide was dissolved in trrtluoroacetic acid (6 
ml) and allowed to stand for 24 hours. The acid was evaporated off under reduced pressure and the product purified by 
preparative TLC, eluting with 6.5% methanol/methylene chloride gave N-hydroxy-2-[1-(4-phenoxyphenylthio)- 
cyclopent-1-yl]-acetamide (100 mg). 

10B. Preparation of Id where n is 0. varying R 1 . R 2 , R 3 , R 4 , and R 5 

Similarly, following the procedures of Example 1 0A above, but replacing N- fert-butoxy-2-[1 -(4-phenoxyphenylthio)- 
cyclopent-1 -yl]-acetamide with other compounds of Formula lb, the following compounds of Formula Id where n is 0 are 
prepared: 

A/-hydroxy-2-[4-(4-phenoxyphenylthio)-A/-CBZ-piperidin-4*yl)]-acetamide; 
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/V-hydroxy-2-[4-(4-methoxypheny1M^ 

2-{4-[4^4-fluorophenoxy)pheny^ 

2^4-[4-(4-fluorophenoxy)phenylthio]-pipe^^ 

34>enzyl-A/-hydroxy-3-(3-methoxyphenylthio)-propionamide; 

/V-hydrcKy-2-[4-(4-phenoxyphenylthio)^^ 

N-hydroxy-2-[4-(4-methoxyphenyhh^ 

2- benzyl-/V-hydroxy-3-(pherrylthio)-propionamide; 

3- benzyl-W*hydroxy-3-(phenylthio)-propionamide; 
3^enzyl-A/-hydroxy-3-(4-methoxyphenylthio)-propionamide; 
343enzyl-A/-hydroxy-3-[(4i3henylthiophenyl)thiol-propionamide; 
3-benzyl-A/-hydroxy-3-(4-phenoxyphenylthio)-propionamide; 
3-benzyl-A/-hydroxy-3-[(4-biphenyl)thio]-propionamide; 
3-benzyl-A/-hydroxy-3-(2-naphthyfthio)-propionamide; 
3^enzyl-A/-hydroxy-3-(4-methoxystyrylphenylthio)-propionamide; 
3-cyciopentylmethyl-N-hydimy-3^4-metto^ 
3-cyclopentylmethyl-/V-hydroxy-2-isopr^ 

3- ethyl- W-hydroxy-2-methyl-3-(4-methoxyphenylthio)-propionamide ; 
3,3-dimethyl-A/-hydroxy-(4-methoxyphenylthio)-propionamide; 
N-hydroxy-2-[1 -(4-methoxyphenylthio)-cydopent-l -yl]-acetamide; 
/V-hydroxy-2-[1 -(4-methoxyphenylthio)-(4-methylcyclohex-1 -ylj-acetamide; 
A/-hydroxy-2-[1 -(4-phenoxyphenylthio)-cydohex-1 -ylj-acetamide; 
A/-hydroxy-2-[4-(4-methoxyphenylthio)-/v^ 
A/-hydroxy-2-[4-(4-methoxyphenylthio)-piperidin-4-yl)]-acetamide; 

A/-hydroxy-2-[4-(4-phenoxyphenyHhio^^ 2-{4-[4-(4-ch!orophenoxy)-phenylthio]-tet- 
rahydropyran-4-yl}-/V-hydroxy-acetamide; 

2-{4-[4<4-fluorophenoxy)phenylto^ m.p. 50-55°C; and 

/V-hydroxy-2-[4-(4-phenoxyphenylthio)-tetrahydrothiopyran- 1 , 1 -dioxide-4-yl]-acetamide. 

10C. Preparation of Id where n is 0, varying R 1 ^ 2 ^ 3 ^ 4 and R 5 

Similarly, following the procedures of Example 10A above, but replacing A/-ferf-butoxy-2-[1-(4-phenoxyphe- 
nylthio)cyclopent-1 -yl]-acetamide with other compounds of Formula lb, other compounds of Formula Id where n is 0 are 
prepared. 

EXAMPLE 11 

Preparation of Compounds of Formula Id 

1 1 A. Preparation of Id where n is 1. R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which 
thev are attached are Cyclopentyl. and R 5 is 4-Phenoxyphenvl 

A solution of A/-hydroxy-2-[1-(4-phenoxyphenylthio)-cycloperrt-1-yl]-acetamide (45 mg) in acetone (4 ml) was 
treated with sodium periodate (260 mg) in water (2 ml). Over the course of 24 hours, two additional portions of sodium 
periodate (260 mg) were added. After complete disappearance of starting material the solution was diluted with meth- 
ylene chloride, filtered, dried, and the solvent evaporated under reduced pressure. Preparative TLC on silica gel and 
elution with 10% methanol/methylene chloride gave A/-hydroxy-2-[1-(4-phenoxyphenylsulfinyl)-cyclopenM-yl]-aceta- 
mide (15 mg), 1 H NMR (CDCI3) 7.64 (d,2H), 7.44 (t,2H), 7.30-7.05 (m,5H), 2.97 (d,1H), 2.53 (d,1H), 2.15-1.65 (m,8H). 

IIB. Preparation of Id where n is 1 . R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which 
thev are attached are Tetrahvdropyran-4-vl. and R 5 is 4-(4-Fluorophenoxv)-phenvl 

2-{4-[4-(4-Fluorophenoxy)phenylthio]-tetrahydropyran-4-yl}-A/-hydroxyacetamide (500 mg) was dissolved in meth- 
anol (25 ml). OXONE (400 mg) in water (5 ml) was added. After stirring for 30 minutes, the mixture was partitioned 
between methylene chloride and water. Preparative TLC on silica gel and elution with 10% methanol/methylene chlo- 
ride gave 2-{4-[4-(4-fluorophenoxy)phenyl-sulfinyl]-tetrahydropyran-4-yl)-iV-hydroxya (402 mg, m.p. 120°C). 

I I C. Preparation of Id where n is 1, varying R 1 . R 2 . R 3 . R 4 . and R 5 

Similarly, following the procedures of Example 11A or 11B above, but replacing A/-hydroxy-2-[1 -(4-phenoxyphe- 
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nylthio)-cyclopent-1-yl]-acetamide wrth other connpounds of Formula Id where n is 0, other compounds of Formula Id 
where n is 1 are prepared, for example; 

N-hydroxy-2-[4-(4-phenoxypheny1sulfin^^ 
/V-hydroxy-2-[4^4i5henoxyphenylsulfinyl)i3iperidin-4-yl)]-acetamid ; 
N-hydroxy-2-[4^4-methoxyphenytsulfin^ 

2-{4^4-(4-fluorcphenoxy)phenylsulfinyl]-piperidin^-yl}-/V-hydroxyacetamide^ 
N-hydroxy-2-[4^4-methoxypheny1sulf'^ 

2- benzyl-A/-hydroxy-3-(4-methoxyphenylsulfinyl)-propionamide; 

3- benzyl-A/-hydroxy-3-(3-methoxyphenylsulfinyl)'propionamlde; 
3-benzyl-A/-hydroxy-3-(4-methoxyphenylsulfinyl)'propionamide; 
34)enzyl-A/-hydroxy-3-[(4^henylthiophenyl)sulflriyl]-proplonamlde; 
343enzyl-/V-hydroxy-3-(4-phenoxyphenylsulfinyl)iXopionamide; 
3-benzyt-/V-hydroxy-3-[(4-biphenyl)sulfbiyl]-propionamide; 
3-benzyl-A/-hydroxy-3-(2-naphthylsulfinyl)-propionamide; 
3-benzyl-A/-hydroxy-3-(4-methoxystyrylphenylsulfinyl)-prc)pionamide; 
3-cycloper»tylmethyl-N-hydroxy-3-(4-n(retn^^ 
3<yclopentylmethyl-/V-hydroxy-2H 

3- ethyl-N-hydroxy-2-methy1-3-(4-methoxv^^ 

3,3-dimethyl- A/-hydroxy-(4-methoxyphenylsulf inyl) -propionamide; 
/v-hydroxy-2[ 1 -(4-methoxyphenylsuHinyl)-cyclopent-1 -yl]-acetamide; 
A/-hydroxy-2-[1 -(4-methoxyphenylsulf lnyl)-(4-methylcyclohex-1 -yl]-acetamlde; 
/V-hydroxy-2-[1 -(4-phenoxyphenylsulf inyl)-cyclohex-1 -yl]-acetamide; 
/V«hydroxy-2-[4^4-methoxyphenylsuIfinyl^A/<)BZ-piperidin-4-yl)]-acetamide; and 
A/-hydroxy-2-[4-(4-methoxyphenylsulfinyt)-piperidin-4-yl)]-acetamide. 
A/-hydroxy-2-[4-{4-phenoxyphenylsulfinyl)-tetrahydropyran-4-yl]-acetamide; 

4- [4-(4-chlorophenoxy)phenylsulfinylmetrryl^ mp 141.3-142.1 °C; IR 
(KBr) 3436 (br), 1649 cm 1 H NMR (DMSO-d 6 ) 6 1.67 (dm, J = 13.9 Hz, 1H), 1.79 (dm, J = 13.9 Hz, 1H), 1.97 
(dm, J = 13.9 Hz, 1H), 2.24 (dm, J = 13.9 Hz, 1H), 2.97 (d, J = 13.7 Hz, 1H), 3.07 (d, J = 13.7 Hz, 1H), 3.33-3.54 
(m c , 2H), 3.69 (m c . 2H), 7.12 (d, J = 8.9 Hz, 2H), 7.21 (d, J * 8.8 Hz, 2H) ( 7.48 (d, J = 8.9 Hz, 2H), 7.66 (d, J = 8.8 
Hz, 2H), 8.87 (br s, 1H), 10.76 (s, 1H), 13 CNMR (DMSO-d 6 ) a32.43 (t), 33.71 (t), 42.69 (s), 63.65 (t), 67.12 (t), 
118.90 (d), 121.07 (d), 126.11 (d), 128.19 (s). 130.07 (d), 139.51 (s), 154.62 (s), 158.72 (s), 169.68 (s); FABHRMS 
Calcd. for C 19 H 21 NS0 5 CI (M + + H): 410.0829 Found: 426.0825. Anal. Calcd. for C 19 H 2 oNS0 5 CI: C, 55.68; H, 4.92; 
N, 3.42. Found: C, 55.70; H. 4.93; N, 3.64. 

2-{4-[4-(4-chlorophenoxy)-phenylsulfinyl]-tetranydropyran-4-yl } -A/-hydroxyacetamide; and 
A/-hydroxy-2-[4-(4-phenoxyphenylsulf inyl)-tetrahydrothiopyran-1 , 1 -dioxide-4-yl]-acetamide. 

EXAMPLE 12 

Preparation of Compounds of Formula Id 

1 2A. Preparation of Id where n is 2. R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which 
they are attached are Cvdooentvl. and R 5 is 4-Phenoxvphenvl 

A solution of N-hydroxy-2-[1-(4-phenoxyphenylthio)-cyclopent-1-yt]-acetamide (45 mg) in methanol (4 ml) was 
treated with a solution of OXONE (260 mg) in water (2 ml). The mixture was stirred for 1 hour, then partitioned between 
methylene chloride and water. The organic layer was separated, and the solvent removed under reduced pressure. Pre- 
parative TLC on silica gel and elution with 10% methanol/methylene chloride gave A/-hydroxy-2-[1-(4-phenoxyphenyl- 
sulfonyl)cyclopent-1-yl]-acetamide (20 mg), m/e = 393 (MNH 4 + , CIMS). 

12B. Preparation of Id where n is 2, R 1 and R 2 when taken together with the Carbon to which thev are attached repre- 
sent Tetrahydropyran. R 3 and R 4 are Hydrogen, and R 5 is 4-(4-Chlorophenoxy)phenyl 

To a mechanically stirred suspension of 4-[4-(4-chlorophenoxy)-phenylthiomethylltetrahydropyran-4-(N'hydroxy- 
carboxamide) (59.8 g, 151.8 mmol) in 20% tetrahydrofuran-methanol (1570 ml) cooled to 5°C was added dropwise a 
solution of OXONE (152 g, 247 mmol) in water (1 litre), maintaining an internal temperature of 15-20°C. The mixture 
was stirred for 5.5 hours, and the mixture then partitioned between 30% ethyl acetate/water (3 litres). The aqueous layer 
was washed with ethyl acetate (2 x 300 ml), the combined ethyl acetate layers dried over magnesium sulfate, concen- 
trated under reduced pressure, and the residue crystallized from the minimum amount of methylene chloride/hexanes, 
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to afford analytically pure 4-[4-(4^lorophenoxy)phenylsulfonylme%0 as 
a white powder (54.2 g, 84%). mp 147.7-148.9 °C; IR (KBr) 3429 (br), 1636 cm* 1 ; 1 HNMR (DMSO<l 6 ) 6 1 70 (dm J = 
13.9, 2H), 1.96 (dm, J = 13.9 Hz, 2H), 3.38-3.48 (m, 2H), 3.58-3.68 (m, 2H), 3.58-3.68 (m, 2H), 3.66 (s 2H) 7 19 (d J 
= 8.9 Hz, 2H), 7.19 (d, J = 8.9 Hz, 2H), 752 (d, J = 8.9 Hz, 2H), 785 (d, J = 8.9 Hz, 2H), 8.68 (d, J = 2.0 Hz 1H) 10 54 
(d, J = 2.0 Hz, 1H), 13 CNMR(DMSOd 6 ) 5 32.83(0, 41.70 (s), 61.02 (t), 63.19 (t), 118.01 (d), 121.71 (d). 128 73 (s) 
130.08 (d), 130.19 (d). 135.20 (s), 153.83 (s), 160.86 (s), 168.96 (s); FABHRMS Calcd. for C 19 H 20 NSO 6 CI: 426.0778^ 
Found: 426.0774. Anal. Caicd. for C^HgoNSOgCI: C. 53.59; H, 4.73; N, 3.29. Found: C. 53.58; H, 4.70; N, 3.40. 

12C Preparation of Id where n is 2, R 1 and R 2 when taken together with the Carbon to which they are attached re- 
sent Tetrarrydr ppyran, r 3 is hydrogen r* & Benzvl. and R 5 is 4-f4-Chlorophenoxv1nhftnyl 

To a solution of 3-benzyl-4-[4-(4-c*lorophenox^^^ ac id ( 316 mg, 

0.63 mmol) and ^AZ-dimethyrformamide catalyst (10 uL) in methylene chloride (6 ml) at 0°C was added oxalyl chloride 
(200 uL, 2.20 mmol) dropwise over 10 minutes. The mixture was warmed to room temperature over 1 hour, the partial 
slurry stirred an additional 8 hours, and concentrated in vacuo until the theoretical mass of the acid chloride was 
obtained. This mixture was dissolved in methylene chloride (8 ml), cooled to 0°C, and a neat solution of /V,0-bis(tri- 
methylsilyl)hydroxylamine (0.56 g, 3.15 mmol) added dropwise over 5 minutes. The mixture was immediately warmed 
to room temperature, stirred for 48 hours, and recooled to 0°C. To this solution was added aqueous 1M hydrochloric 
acid (5 ml, 150 mmol), and the solution stirred for an additional 30 minutes, partitioned between ethyl acetae (150 ml) 
and brine (50 ml). The organic layer was dried over magnesium sulfate, concentrated in vacuo, chromatography over 
silica gel, eluted with 4% methanol/methylene chloride) to afford 280 mg (86%) of 3-benzyl-4-[4-(4-chlorophenoxy)-phe- 
nylsulfonylmethyl]-tetrahydropyran-4-(A/-hydroxycarbamide) hydroxamic acid, mp 108-1 13°C; IR (KBr) 3422 (br) 1653 
cm 1 ; 1 HNMR (CDCI 3 ) 8 1.76-1.86 (m, 1H). 2.08-2.27 (m, 2H), 2.34 (dm, J = 13.8 Hz, 1H), 2.91 (dd, J = 16 5 7 2 Hz 
1 H), 3.1 7 (dd, J = 16.4, 4.0 Hz. 1 H), 3.19-3.23 (tm, J = 9.0 Hz, 1H), 3.43 (td, J = 1 1 .9, 2.4 Hz, 2H), 6.65-6.72 (m 2H)' 
6 76 (d, J = 8.9 Hz. 2H), 6.88 (d, J = 8.8 Hz. 2H). 6.98-7.04 (m. 3H), 7.30 (d. J = 8.9 Hz. 2H). 7.49 (d, J = 8 8 Hz 2H)' 
CNMR (CDCI 3 ) 6 31.76 (t). 34.23 (t). 47.30 (s), 64.07 (t). 64.66 (t), 72.68 (d). 117.50 (d). 121.64 (d). 126.47 (d)' 
127.96 (d), 128.53 (d), 130.31 (d), 130.69 (d), 132.91 (s), 137.83 (s), 153.34 (s), 162.12 (s), 171.30 (s); FABMS (M + 
+H): 516; Anal. Calcd. for C 26 H 26 NS0 6 CI: C, 60.52; H, 5.08; N, 2.71 . Found: C, 60.45; H, 5.10; N, 2.55. 

1 2D. Preparation of Id where n is 2. varying R 1 . R 2 R 3 , R 4 , anriR 5 

Similarly, following the procedures of Example 12C above, but replacing 4-[4-(4-chlorophenoxy)phenylthiomethy0- 
tetrahydropyran-4-(A/-hydroxycarboxamide) with other compounds of Formula Iba, the following compounds of Formula 
Id where n is 2 were prepared: 

4-[4-(4-fluorophenoxy)phenylsulfonyfm^ m p 153.1-153.9 °C; IR 

(KBr) 3434 (br), 1636 cm" 1 ; 1 HNMR (CDCI 3 ) 8 1.87 (ddd. J = 13.6, 8.8, 4.0 Hz, 2H), 2.22 (dm, J = 13 6 Hz 2H) 
3.52-3.78 (m, 4H) ( 7.00-7.16 (m, 6H), 7.84 (d, J = 8.9 Hz, 2H); 13 CNMR (CDCI 3 ) 8 33.12 (t), 42.19 (s), 62.52 (t)' 
63.96 (t), 116.88 (dd, J C . F = 21.3 Hz), 1 17.30 (d), 121.97 (dd, J C . F = 8.4 Hz), 130.18 (s), 134.21 (d), 150.66 (d, J c 
F = 2.6 Hz), 159.73 (d, J C . F = 243.8 Hz), 162.61 (s), 169.73 (s); FABMS (M + + H): 410. Anal. Calcd for 
C 19 H 20 NSO 6 F: C, 55.74; H, 4.92; N, 3.42. Found: C. 55.45; H, 4.91 ; N, 3.38. 

4-[4-(4-bromophenoxy)phenylsulfonylmtf^ mp 150.1-151 0 °C" IR 

(KBr) 3432 (br), 1636 cm * 1 ; 1 HNMR (CDCI 3 ; NH and OH not observed) d 1.87 (ddd. J = 13.6. 8.7, 3.9 Hz 2H) 2 12 
(dm. J = 13.6 Hz, 2H), 3.52 (s. 2H), 3.62-3.80 (m, 4H), 6.97 (d, J = 8.8 Hz, 2H), 7.06 (d, J = 8.8 Hz, 2H), 7.52 (d 
J = 8.8 Hz, 2H), 7.85 (d, J = 8.8 Hz, 2H); 13 CNMR (CDCI 3 ) 8 33.10 (t), 42.16 (s), 62.49 (t), 63.93 (t), 117 66 (s) 
117.83 (d), 121.93 (d), 130.20 (d), 133.17 (d). 134.61(s). 154.13 (s). 161.79 (s), 169.53 (s); FABHRMS Calcd. for 
C 19 H 2 oNS0 6 Br (M + + H): 470.0273. Found: 470.0268. Anal. Calcd. for C 19 H 20 NSO 6 Br: C. 48.51; H 4 28' N 2 98 
Found: C, 48.29; H, 4.02; N, 2.94. 

3-(4-benzoy}phenylsulfbnyl)-2 t 2-dimethyl-N-hydroxypropionamide; 

3- [4-(4^lorophenoxy)phenylsuIfonyl]-2,2-dimethyI-/V-hydroxypropionamide: mp 154.9-156.1 °C; 1 HNMR (CDCI 3 ) 
8 1 .45 (s, 6H), 3.48 (s, 2H), 7.02 (d, J = 8.9 Hz, 2H), 7.04 (d, J = 8.9 Hz, 2H), 7.38 (d, J = 8.9 Hz, 2H), 7.85 (d J = 
8.9 Hz, 2H); FABMS (M + +H): 384.0. Anal. Calcd. for C 17 H 18 NS0 5 CI: C, 53.19; H, 4.73; N, 3.65. Found- C 52 98' 
H, 4.69; N, 3.73. 

4- (4-phenoxyphenylsulfonylmethyl)-tetrahydropyran-4-(W-hydroxycarboxamide): mp 141.8-142.9 °C' IR (KBr) 
3432 (br), 1636 cm 1 ; 1 H NMR (DMSO-d 6 ) 8 1.74 (ddd, J = 13.8, 10.0. 3.9 Hz. 2H), 1.98 (dm, J = 13.8 Hz 2H) 
3.45 (m c , 2H), 3.64 (nv 2H), 3.65 (s, 2H), 7.15 (d, J = 8.8 Hz, 2H), 7.26 (d, J = 7.5 Hz. 2H), 7.47 (t, J =7 5 Hz 
1 H), 7.85 (d, J = 8.8 Hz, 2H), 8.68 (s. 1 H), 10.52 (s, 1 H); 13 C NMR (DMSO-d 6 ) 8 32.87 (t), 41 .76 (s). 61 .19 (t), 63.28 
(t), 117.71 (d). 119.99 (d), 124.91 (d), 130.04 (d). 130.34 (d). 134.85 (s), 154.85 (s), 161.39 (s), 168.97 (s)' FAB- 
HRMS Calcd. for C 19 H 22 NS0 6 (M + + H): 392.1168. Found: 392.1162. Anal. Calcd. for C 19 H 21 NSO 6 .0.5H^O: C, 
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56.99; H, 5.54; N, 3.50. Found: C, 57.06; H, 5.35; N, 3.93. 

4-[4-(4-thiophen-2-yi)phencKy^ mp 1 72.2-1 76.5 

°C; IR (KBr) 3428 (br), 1636 cm" 1 ; 1 H NMR (DMSO-d 6 ) 6 1.72 (dm, J = 14.5 Hz, 2H), 1.99 (dm, J = 14.5 Hz, 2H). 
3.46 (m c , 2H), 3.65 (m c , 2H), 3.66 (s. 2H), 7.14 (dd, J = 4.9, 3.6 Hz,1H), 7.19 (d, J = 8.7 Hz, 2H). 7.20 (d, J = 8.9 
Hz, 2H). 7.48 (dd, J = 3.6, 1 .2 Hz, 1 H), 7.52 (dd, J = 4.9, 1 .2 Hz, 1 H), 7.73 (d, J = 8.8 Hz, 2H), 7.86 (d, J = 8.8 Hz, 
2H), 8.68 (s. 1H), 12.58 (s, 1H); 13 CNMR (DMSO-d 6 ) 6 32.89 (t), 41 .78 (s), 61.20 (t), 63.28 (t), 1 17.88 (d). 120.55 
(d), 123.66(d), 125.56(d), 127.34 (d), 128.45(d), 130.07(d), 130.62 (s), 135.04 (s), 142.45 (s), 154.30 (s), 161.16 
(s), 169.03 (s); FABHRMS Calcd. for C^H^NSgOg (M + + H): 474.1045. Found: 474.1050. Anal. Calcd. for 
C23H23NS2O6: C, 58.33; H, 4.90; N, 3.00. Found: C, 58.18; H, 4.84; N, 3.19. 

4-[4-(4-thiophen-3-yi)phenoxyphenylsulfon mp 1 83.5-1 84.4 

°C; IR (KBr) 3432 (br), 1636 cm" 1 ; 1 H NMR (DMSO-d 5 ) 6 1 .72 (m c , 2H), 1 .98 (m c , 2H), 3.48 (m c , 2H), 3.65 (mc 4H), 
7.18 K 4H), 7.55 (dd, J = 5. 1 Hz, 1 H), 7.62 (d, J = 4.9, 3.7 Hz, 2H), 7.80 (d, J = 8.6 Hz, 2H), 7.86 (m c , 3H), 8.69 
(s, 1H), 10.58(s. 1H); 13 C NMR (DMSO-d 6 ) 632.88 (t). 41.79(e), 61.19 (t), 63.28 (t), 1 17.71 (d), 120.42(d), 120.81 
(d). 126.09 (d), 127.10 (d), 127.97 (d), 130.06 (d), 132.10 (s). 134.89 (s), 140.54 (s), 153.86 (s), 168.85 (s); FAB- 
HRMS Calcd. for C^H^NSaOg (M + + H): 474.1045. Found: 474.1049. Anal. Calcd. for C^H^NSgOe-O^SHsO: C, 
56.72; H, 5.07; N, 2.88. Found: C, 56.74; H, 4.78; N, 3.22. 
3,3-dimethyl-3-[(4-chlorophenoxy)phenylsutfonyl]-A/-hydroxypropionamide; 
{4-[4-(4-benzo[b]thiophen-2-yl-pheno 
2-{4-[4-(phertylmethyl)phenylsd 

2-{4-[4-(4-chloropherx>xy)phenylsufo^ and 
2-{4-[4-(4-bromophenoxy)phenylsulfonyl]tetrahydr^ 

12E. Preparation of 14 where n is 2. varying R 1 ^R 2 ^LB 4 , and R 5 

Similarly, following the procedures of Example 12A or 12B above, but replacing /V-hydroxy-2-[1-(4-phenoxyphe- 
nylthio)-cyc!opent-1-yfl-acetamide with other compounds of Formula Id where n is 0, the following compounds of For- 
mula W where n is 2 are prepared, for example; 

4-(4-phenoxyphenylsulfonylmetrtyl)tetrahy^^ 
4-[4-(4-fluorophenoxy)pheny1sulfonylmeth^ 

4-[4-(4-chtoroph enoxy)phenylsuffonylmethyl]piperidi ne-4-( A/-hydroxycarboxamide) ; 

4-[4-(4-chlorophenoxy)phenylsuHonylmethyl]-1 -melhylpiperidine-4-(N-hydroxycarboxamide); 

4-[4-(4-chlorophenoxy)phenylsuHonylmethyO-1^yclopropylmethylpiperidine-4-(A/-hydroxycarboxamW 

4-[4-(4-chlorophenoxy)phenylsuHonylmethyl]-1^cetylpiperidlne-4-(A/-hydroxycarboxamide); 

4-[4-(4-chtorophenoxy)phenyIsufonylmetty^ 

4-[4-(4-chlorophenoxy)phenylsuH6nylmethyG^^ 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-N-CB2-piperidin-4-yl)]-acetamide; 
A/-hydroxy-2-[4-(4-methoxyphenylsulfonyl)-A/-CBZ-piperidin-4-yO]-acetamide; 
2-{4-[4-(4-fluorophenoxy)phenylsulfbnyl]-A/-CBZ-piperidin-4-yl}-A/-hydroxyacetamide; 
2-{4-[4-(4-fluoropnenoxy)phenylsulfo^ 

A/-hydroxy-2-[4-(4-methoxyphenylsulfbnyl)-piperidin-4-yl)]-acetamide; 
/V-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)i3iperkJin-4-yl)]-acetamide; 

2- benzyl-A/-hydroxy-3-(4-methoxyphenylsulfonyl)-propionamide; 

3- benzyl- A/-hydroxy-3-(3-methoxyph enylsulfonyl)-propionamide ; 
3-benzyi-/V-hydroxy-3-(4-methoxyphenylsulfonyi)-propionamide; 
3-benzyl-A/-hydroxy-3-[(4-phenylthiophenyl)sulfonyl]-propionamide; 
3-benzyl-A/-hydroxy-3-(phenylsulfonyl)-propionamide; 
3-benzyl-A/-hydroxy-3-(4-phenoxyphenylsulfonyl)-propionamide; 
3-benzyl-3-[(4-biphenyl)sulfonyl]-A/-hydroxypropionamide; 
3-benzy1-N-hydroxy-3-(2-naphthylsuHonyl)-propionamide; 
3-benzyl-A/-hydroxy-3-(4-methoxystyrylphenylsulfonyl)-propionamide; 
3-(cyclopentylmethyl)-A/-hydroxy-3-(4-methoxyphenylsulfonyl)-propionamide; 
3-(cyclopentylmethyt)-N-hydroxy-2-isopropyl-3-(4^ 
3-ethyl-A/-hydroxy-3-(4-methoxyphenylsulfonyl)-2-methylpropionamide; 
3.3-dimethyl-A/-hydroxy-(4-methoxyphenylsulfonyl)-propionamide; 
A/-hydroxy-2-[1 -(4-methoxypheny!sulfonyl)-cyclopent-1 -ylj-acetamide; 
A/-hydroxy-2-[1-(4-methoxyphenylsulfonyl)-(4-methylcyclohex-1-yl]-acetamide; 
/V-hydroxy-2-[1 -(4-phenoxyphenylsulfonyl)-cyclohex-1 -yi]-acetamide; 
A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-yl]-acetamide; 


54 


EP0 780 386 A1 

2-{4-[4^4-chlorophenoxy)pheny!sulfonyO-1etrahydropyran-4-yl}- N-hydroxyacetamid ; 
2-{4-[4^4-fluoroph(^oxy)phenyls^ ; ^ 

/V-hydroxy-2-[4-(4^henoxyphenyisu)fonyi)-tetrahydrothiopyran 
12F Preparation of Id where n is 2. varying R 1 . R 2 . R 3 , R 4 ^anriR5 

Similarly, following the procedures of Example 12A above, but replacing /V-hydroxy-2-[1-(4-phenoxyphenylthio)- 
cyclopent-1-yl]-acetamide with other compounds of Formula Id where n is 0. other compounds of Formula Id where n 
is 2 are prepared. 

EXAMPLE 13 

Preparation of Compounds of Formula I where Y is ter/-B.iONM- 

13A - Preparation of Icwherenis2 , R 1 and_R 2 are Hydrogen, R 3 andR 4 when taken toget her with the Camnn in whirh 
they are attached are Tetrahvdropvran. and R 5 is 4-Phenoxy phenyl 

To a cooled solution of /V-fert-butoxy-2-[4-(4-phenoxyphenylthio)-tetrahydropyran-4-yl].acetamide (14 1 g 339 
mmol) in methanol (340 ml) was added a solution of OXONE (33.9 g) in water (1 70 ml). The reaction mixture was kred 
for 5 hours at room temperature, concentrated to half the original volume under reduced pressure, and the residue then 
partitioned between ethyl acetate and water. The solvent was removed from the ethyl acetate extracts under reduced 
pressure. The residue chromatographed on silica gel, eluting with 10% methanol/methylene chloride, to give A/-teff- 
butoxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-yl]-acetamide as a white foam. 

! 3B PreparatipnQflcwherenisg, R 3 3MB 4 are Hydrogen, R 1 anoLR 2 when taken together with tha Part™ ^ whi^h 
they a re attached are / V-BOC-Pioeridine. and R 5 is 4-(4-Chlorophenoxv)phenvl 

To a solution of N-te^butoxy-2-[4-(4-phenoxyph (4 96 g 9 03 

mmol) in anhydrous methylene chloride (70 ml) cooled to 0°C, was added 60% 3-chloroperoxybenzoic acid (4.96 g). 
After the resulting mixture was allowed to warm to room temperature over 30 minutes and stirred for 5 minutes, 13 6M 
aqueous methyl sulfide (1 ml, 13.62 mmol) was added in one portion. The mixture was stirred 10 minutes partitioned 
with saturated aqueous sodium bicarbonate (2 x 50 ml), dried over magnesium sulfate, and concentrated in vacuo 
Chromatography over silica gel, and eluting with 25% ethyl acetatei/hexanes, gave A/-/e/-r-butoxy-2-[4-(4-phenoxyphe- 
nylsulfonyImethyl)-A/-BOC-piperidin-4-yl]-carboxamide as a white foam (4.70 g. 90%). 1 HNMR (CDCI 3 ) 5 1 31 (s 9H) 
1.46 (s, 9H), 1.59 (m c , 2H), 2.18 (m* 2H), 3.42 (m c , 2H), 3.45 (s, 2H), 3.62 (m* 2H), 7.01 (d. J = 8.9 Hz, 2H) 7 04 (d 
J = 8.8 Hz, 2H), 7.38 (d. J = 8.8 Hz, 2H), 7.84 (d, J = 8.8 Hz, 2H), 8.44 (br s. 1H). 

13C. Preparation of Ic where n is 2 and Y is fert-BuONH-. varying R 1 , R 2 , R 3 , g 4 J _anHR5 

Similarly, following the procedures of Example 13B above, but replacing /V-fer/-butoxy-2-[4-(4-phenoxyphenylthi- 
omethyl)-A/-BOC-piperidin-4-yl]-carboxamide with other compounds of Formula lb, the following compound of Formula 
Ic where n is 2 and Y is tert-BuONH- was prepared: 

A/-te^butoxy-4-[4-(4 W rid^ m (KBr) 3434 1684 Cm -1. 

HNMR (CDQ 3 ) 5 1.33 (s, 9H), 2.01 (m c , 2H), 2.24 (m c , 2H), 3.55 (s, 2H), 3.79 (m c , 4H), 6.93 (d, J =6 3 Hz 2H)' 
7.22 (d. J = 8.8 Hz, 2H), 7.96 (d, J = 8.8 Hz. 2H), 8.38 (s. 1H), 8.57 (d, J = 6.3 Hz, 2H); FABHRMS Calcd for 
C 2 2H28N 2 S0 6 (M + + H) 449. 1 746. Found: 449. 1 757. 

/v-ferf-butoxy-444-(5<hloro-^^ mp ^ r0SL6) 100 8 . 

135.8 °C;IR(KBr) 3436 (br), 1684 cm" 1 ; ^NMR (DMSO-dg) 8 1.20 (s, 9H), 1.72 (m c 2^,2.03(1^ 2H) 3 48 (rru 
2H), 3.67 (m c , 2H), 3.76 (s, 2H), 7.23 (dd, J = 8.8, 0.5 Hz, 1 H), 7.41 (d, J = 8.8 Hz, 2H), 7.91 (d J = 8 8 Hz 2H)' 
8.03 (dd, J = 8.8, 2.7 Hz, 1H), 8.25 (dd, J = 2.7, 0.5 Hz, 1H), 8.30 (s, 1H), 10.32 (s. 1H); 13 CNMR (DMSO<l 6 ) 6 
26.66 (q), 33.09 (t), 42.37 (s), 61 .03 (t), 63.36 (t), 80.64 (s), 1 13.89 (d), 121.38 (d). 126.33 (s), 129 53 (d) 137 00 
(s), 140.34 (d), 145.74 (d), 157.87 (s), 160.66 (s), 171.25 (s); FABHRMS Calcd. for C^H^SOeCI (M + + HV 
483.1357. Found: 483.1354. Anal. Calcd. for C^H^NgSOgCI: C, 54.71; H, 5.63; N, 5.80. Found: C, 54 46- H 5 60 
N, 5.98. 

W-terf-butoxy-344-(5<hioro^ mp ^ 5 _ 7Q 5 oc . 

HNMR (DMSO-<l 6 ) 6 1 .1 9 (s. 9H), 1 .29 (s, 6H), 3.65 (s. 2H), 7.24 (d. J = 8.7 Hz, 1 H), 7.41 (6. J = 8 8 Hz 2H) 7 91 
(d. J = 8.8 Hz, 2H), 8.04 (dd, J = 8.8, 2.7 Hz, 1H), 8.26 (d, J = 2.7 Hz, 1H), 10.17 (s, 1H); 13 C NMR (DMSO-d 6 ) 6 
25.01 (q), 26.47(g), 40.74 (s), 63.03 (t), 80.79 (s), 113.91 (d), 121.38(d), 126.32 (s), 129.35(d), 130.66(s), 140 36 
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(d), 145.75 (d), 157.72 (s), 160.68 (s), 173.14 (s); FABHRMS Calcd. for ^oHgeNgSOgCI (M + + H): 441.1251. 
Found: 441.1248. Anal. Calcd. for CgoHgsl^SOsCI: C, 54.48; H, 5.71; N, 6.35. Found: C, 54.37; H, 5.69; N, 6.57. 

13D. Preparation of to whe re n is 2 and Y is ferf-PuQNH-, varying R 1 ^B 2 ja 3 _B 4 . and R 5 

Similarly, following the procedures of Example 13A above, but replacing A/-fert-butoxy-2-[4-(4-phenoxyphenylthio}- 
tetrahydropyran-4-yl]-acetamide with other compounds of Formula lb. the following compounds of Formula Ic where n 
is 2 and Y is rerr-BuONH-were prepared; 

A/-/e^-butoxy-2-[4-(4-phenoxyphenylsulfonyl)-/V-CBZ-piperidin-4-yl)]-acetamide; 
A/-terf-butoxy-2-[4-(4-methoxy^ 

A/-te^butoxy-2-{4-[4-(4-fluorci3henoxy)phenylsulfonyl]-piperidin-4-yl}-acetamide; 

A/-terf-buloxy-2-[4-(4-methoxyphenylsulfonyl)-piperidin-4-yf)]-acetamide; 

/V-/e^butoxy-2-[4-(4iDhenoxyphenylsulfonyl)-piperidin-4-yl)]-acetamide; 

2- ben2yl-A/-te/1-butoxy-3-(4HTiethc»cyphenylsulfonyQ-propionamide; 

3- ben2yl-A/-ferf-butoxy-3-(3-methoxyphenylsulfonyl)-propionamide; 
3-benzyl-N-ferf-butoxy-3-(4-methcxyphenylsulfonyO-propionamide; 
3-ben2yl-A/-fe/t-butoxy-3-[(4-phenylthiophenyl)sulfonyl]-propionamide; 
3-ben2yl-N-fe/1-butoxy-3-(phenylsulfonyl)-propionamide; 
34)enzyl-A/-/erf-butoxy-3-(4^henoxyphenylsulfonyl)-propionamide; 
3-benzyl-A/ -ferf-butoxy-3-[(4-biphenyl)sulfonyl]-propionamide; 
3-benzyl-A/-terf"butoxy-3-(2-naphthylsulfbnyl)-propionamide; 
3-benzyl-W-/e/7-butoxy-3-(4-methoxystyrylphenylsulfonyl)-propionamide; 
/V-te^butoxy-3-(cydopentylmeth^ 
/V-te/t«butoxy-3-(cyclcirerity^ 

A/-te^butoxy-3-ethyl-2-methyl-3<4-methoxyphenyIsulfonyl)^ropionamide; 
A/-te^butoxy-3,3-dimethyl-(4-methoxyphenylsulfonyl)-propionamide; 
N-ferf-butoxy-2-[1 -(4~methoxyphenylsulfonyl)-cyclopent-1 -yl]-acetamide; 
A/-terf-butoxy-2-[1-(4-methoxyphenylsulfonyl)-(4-methylcyclohex-1-yl]-acetamide; 
W-terf-butcocy-2-[4-(4-phenoxyphenylsulfonyl)-cyclohexanone-4-yl]-acetamide ethylene ketal; 

-(4-phenoxyphenylsulfonyl)-cyclohex- 1 -yl]-acetamide; 
W-ferf-butoxy-2-(4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-yl]-acetamide; 
/V-tert-butoxy-2-{4-[4-(4-chlorophen^ 
N-te/?-butoxy-2-{4-[4-(4-fluorophem 

A/-te^butoxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydrothiopyran-1 , 1 -dioxide-4-yl]-acetamide; 
A/-te^butcocy-2-(4-methcocyphenytsulfonyl)<ydohexanecarboxamid and 
A/-terf-butoxy-frans-2-(4-methoxyphenylsuHonyl)-cyclopentanecarboxamide. 

1 3E. Preparation of Ic where n is 2. varying R 1 . R 2 * R 3 - R 4 . and R 5 

Similarly, following the procedures of Example 13A above, but replacing A/-ferr-butoxy-2-t4-(4-phenoxyphenylthio)- 
/V-CBZ-piperidin-4-yl)]-acetamide with other compounds of Formula lb, other compounds of Formula Ic where n is 2 
and Y is ferf-BuONH- are prepared. 

EXAMPLE 14 

Preparation of Compounds of Formula Ic where Y is ferf-BuONH- 

1 4A. Preparation of Ic where n is 2. R 1 and R 2 are Hydrogen, R 3 and R 4 when taken together with the Carbon to which 
thev are attached are Piperidine and R 5 is 4-Phenoxvphenvl 

To a solution of A^-ter/-butoxy-2-[4-(4-phenoxyphenylsulfonyl)-A/-CB2-piperidin-4-yl)]-acetamide (1.2 g, 2.1 mmol) 
in ethanol (21 ml) was added 10% palladium on carbon (1 g) and ammonium formate (6.7 g), and the mixture refluxed 
for 1 hour. The mixture was filtered through Celite, the filter cake washed with ethanol (150 ml) followed by 10% meth- 
anol in methylene chloride (1 50 ml). Solvent was removed from the filtrate under reduced pressure and the residue was 
dissolved in hot ethyl acetate. Filtration, concentration of the filtrate, followed by silica gel chromatography and elution 
with 10% methanol/methylene chloride gave /V-tert-butoxy-2-[4-(4-phenoxyphenylsuHonyl)iDiperidin^-yl)]-acetamide 
as a colorless oil. 
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14B. Preparation of Ic where n is 2. varying R 1 , R 2 R 3 . R 4 , and R 5 

Similarly, following the procedures of Example 14A above, but replacing A/-/e^-butoxy-2-[4-(4-phenoxyphenylsulfo- 
nyi)-N-CBZ-piperidin-4-yl)]-acetamide with other N-CBZ protected compounds of Formula I. other compounds of For- 
mula I where n is 2 and Y is te/7-BuONH- are prepared. 

EXAMPLE 15 

Preparation of Compounds of Formula Id where Y is HONH- 

15A. Preparation of Id where n is 2, R 1 and R 2 are Hydrogen. R 3 and R 4 when taken together with the Carbon to which 
they are attached are Piperidine. and R 5 is 4-Phenoxyphenyl 

A solution of /V-te^butoxy-2-[4-(4iDhenoxyph (27 mg, 0.05 mmol) in dichlo- 

roethane (2 ml) was cooled to -20°C, and saturated with hydrochloric acid gas for 30 minutes. The reaction vessel was 
then sealed and the solution stirred for two days at 25°C. Solvent was removed from the reaction mixture under reduced 
pressure, and the residue dissolved in 50% methanol in methylene chloride. Addition of hexane precipitated N-hydroxy- 
2-[4-(4-phenoxyphenylsulfonyl)«piperidin-4-yl)]-acetamide, m/e = 391 (MH + , FAB). 

15B. Preparation of Id where n is 2. varying R 1 . R 2 R 3 . R 4 , and R 5 

Similarly, following the procedures of Example 15A above, but replacing /V-fe^butoxy-2-[4-(4-phenoxyphenylsulfo- 
nyl)-piperidin-4-yl)]-acetamide with other compounds of Formula Ic where Y is ferf-BuONH-, the following compounds 
of Formula Id where n is 2 and Y is HONH- were prepared: 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-A/-CBZ-pipericlin-4-yl)]-acetamide, m/e = 525 (MH + ); 
W-hydroxy-2-[4-(4-methoxyphenylsulfonyl)-/V-CBZiDiperidin-4-yl)]-acetamtde, m/e = 463 (MH + , FAB); 
2-{4-[4-(4-fluorophenoxy)phenylsulfonyl]-piperidin-4-yH-/\/-hydroxyacetamide i m.p. 196-197°C; 
2-{4-[4-(4-chlorophenoxy)phenylsulfdnyl]-piperidin-4-yl}-A/-hydroxyacetamide, m.p. 200-201 °C; 
2-{4-[4-(4-chlorophenoxy)p^enylsulfon^ mp 135.7-136.1 °C; 1 HNMR 

(CDCI 3 ) S 1.60 (m^ 2H), 1.83 (m c> 2H), 3.00 (s, 2H), 3.66 (m c , 2H), 3.88 (m c , 2H), 7.06 (d, J = 8.8 Hz, 2H), 7.09 (d, 
J = 8.8 Hz, 2H), 7.42 (d, J = 8.9 Hz, 2H), 7.79 (d, J = 8.9 Hz, 2H), 7.25 (s, 1H), 9.49 (s, 1H); FABHRMS Calcd. for 
C 19 H 20 NSO 6 CI (K/T + H): 426.0778. Found: 426.0775. Anal. Calcd. for C^HgoNSOgCI: C, 53.59; H, 4.73; N, 3.29. 
Found: C. 53.30; H, 4.67; N, 3.35. 

2-[4-(4-cyclohexyloxyphenylsuIfonylJ-tetrahydropyran-4-yl)-A/-hydroxyacetamide: m.p. 77-78°C; 
A/-hydroxy-2-[4-(4-methoxyphenylsulfonyl)-piperidin-4-yl)]-acetamide, m/e = 329 (MH + ); 
A/-hydroxy-2-[4-(4-phenoxyphenylsulfbnyl)-piperidin-4-y0]-acetamide, m/e = 391 (MH + ); 

2- benzyl-A/-hydroxy-3-(4-methoxyphenylsulfonyl)-propionamide, m/e = 350.2 (MH+); 

3- benzyl-A/-hydroxy-3-(3-methoxyphenylsulf6nyl)-propionamide, m/e = 350.2 (MH + ); 
3-benzyl-A/-hydroxy-3-(4-methoxyphenylsulfbnyl)-propionamide, m/e = 350.2 (MH + ); 
3-benzyl-A/-hydroxy-3-[(4-phenyfthiophenyl)sulfonyl]-propionamide, m/e = 427 (MH + ); 
3-benzyl-A/-hydroxy-3-(phenylsulfbnyl)-propionamide, m/e = 320 (MH + ); 
3-benzyl-A/-hydroxy-3-(4-phenoxyphenylsulfonyl)-propionamide, m/e = 412.2 (MH + ); 
3-benzyl-A/-hydroxy-3-[(4-biphenyl)sulfonyl]-propionamide; m/e = 395 (MH + ); 
3-benzyl-A/-hydroxy-3-(2-naphthylsulfonyl)-propionamide, m/e = 370.1 (MH + ); 
3-benzyl-A/-hydroxy-3-[(4-methoxystyrylphenylsulfonyl]-propionamide, m/e = 452.2 (MH + ); 
3-(cydcpentylmethvJ)-A/-hydroxy-3-(4-m m/e = 342 (MH + ); 
3-(cyclcpentylmethyl)-A/-hydroxy-2-isopr^ 

3-ethyl-/V-hydroxy-2-methyl-3-(4-methoxyphenylsulfonyf)-propionamide > m/e = 301 (MH + ); 
3,3-dimethyl-3-(4-methoxyphenylsulfonyl)-/V-hydroxypropionamide, elemental analysis: C^N; 
A/-hydroxy-2-[4-(4-methoxyphenylsulfonyl)-cyclopent-1-yll-acetamide, m/e = 313 (MH + ); 
A/-hydroxy-2-[4-(4-methoxyphenylsulfonyl)-(4-methylcyclohex-1-yl]-acetamide, m/e = 341 (MH + ); 
A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)cyclohex-1-yl]-acetamide ( m/e = 389 (MH+); 
A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-yll-acetamide, m.p. 88.5-90°C, m/e = 391 (MH + ); 
2-{ 4-[4-(4-chlorophenoxy)phenylsulfonyO-tetrahydropyran-4-y[)-A/-hydroxyacetamide; 
2-{4-[4-(4-f luc<Ci3herK)xy)phenytsulfony!]-tetrariydropyran-4-yl}-N-hydroxy^ m.p. 91 -95°C; 

A/-hydroxy-2-[4-(4-phenoxyphenvlsulfonyl)tetra^ m/e = 440.1 (MH + ); 

N-hydroxy-^ans-2-(4-methoxyphenyisuHonyl)-cyclopentanecarboxamide. m/e = 313 (MH + ); 
A/-hydrc^-frans-2-(4-methoxyphenylsulfonyl)-cydohexanecarboxamide, m/e = 327 (MH + ); and 
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2-benzyl-N-hydroxy-fra/is-2-(4-m^ nVe = 390 {MH + FABMS). 

15C. Preparation of Id where n is 2 varvinp R 1 R 2 R 3 R 4 ^nHR5 

Similarly, following th procedures of Example 1 5A abov , but replacing A/-/erMxitoxy-2-l4-(4-phenoxyphenylsulfo- 
nyl)-piperidin-4-yl)l-acetamide with other compounds of Formula Ic where Y is terf-BuONH-, other compounds of For- 
mula Id where n is 2 and Y is HONH-are prepared, for example: 

2-{4-[4-(4-fluorcphenoxy)phenyl^ 
2-{1 -methyl-4-[4-(4^lorophenoxy)^ 
A/-hydroxy-2-{1-methyl-4-[4-(4-f^ 

2-{4-[4-(4-bromophenoxy)-phenylsulfonyl]-tetrahydropyran-4-yl}-A/-hydroxyacetamide. 

150 Preparation of Id where n is 2 , R 1 and R 2 are Hydrogen, R 3 and R 4 when taken together with the Carbon to which 
they are attached are Cvclohexanone. and R 5 is 4-Phenoxvphenyl 

Following the procedure outlined in Example 15A, /V-hydroxy-2-[4-(4 13 henoxyphenylsulfonyl)-cyclohexanone-4-yQ- 
acetamide ethylene ketal (400 mg) was prepared from the corresponding N-ferf-butoxy precursor. The above product 
was dissolved in a 1:1 mixture of acetone and 1M hydrochloric acid (40 ml) and stirred at room temperature for 18 
hours. The reaction was concentrated under reduced pressure and extracted with ethyl acetate. Silica gel chromatog- 
raphy using 10% methanol/methylene chloride gave 2-[4-(4-phenoxyphenylsulfony0cyclohexanone-4-yT]-/V-hydroxya- 
cetamide as a white solid: m.p. 1 06°C (dec), m/e = 404 (Mhr\ FABMS). 

1 5 E Prepack)" PJ W where n is 2 , R 3 ano? R 4 ye Hydrogen, R 1 and R 2 when taken together with the Carbon to which 
they are attached are Piperidine. and R 5 is 4-(4-Chlorophenoxvtohenvl 

To a sealed tube containing the free base /V-te^butoxy-2-{4-[4-(4-phenoxy)phenylsuHonylmethyl]-piperidin-4-ylJ- 
carboxamide (780 mg, 1.62 mmol) in 1 ,2-dichloroethane (35 ml) at -30°C, was bubbled in gaseous hydrochloric acid 
until the saturation point was reached. The reaction vessel was then sealed and the solution stirred for two days. After 
the vessel was recooled to -30°C and opened, a stream of nitrogen gas bubbled through the solution, which was then 
warmed to room temperature. The mixture was concentrated to afford 2-{4-[4-(4K;hlorophenoxy)phenylsulfonylmethyl]- 
piperidin-4-yl}-A/-hydroxycarboxamide(747mg, 100%). mp 166.7-1 76.2°C; 1 HNMR(CD 3 OD)82 39(m c 2H) 3 12(m 
2H), 3.36 (m c , 2H), 3.63 (s, 2H), 7.12 (d, J = 8.9 Hz, 2H), 7.15 (d, J = 8.9 Hz, 2H), 7.44 (d, J = 9.0 Hz,2H) 7 89 (d J 
= 8.9 Hz, 2H); FABMS (IvT +H): 425.0; Anal. Calcd. for C 19 H 21 N 2 S0 5 CI.HCL1 .5 H 2 0: C, 46.73; H, 4.33; N, 5.74. Found' 
C, 46.83; H, 4.66; N, 5.71. 

15F. Preparation of Id where n is 2. varying R 1 . R 2 , R 3 ^anriR 5 

Similarly, following the procedures of Example 15E above, but replacing A/-terf-butoxy-2-{4-[4-(4-chlorophe- 
noxy)phenylsulfonylmethyrj-piperidin-4-yl)}-carboxamide with other compounds of Formula Ic where Y is terr-BuONH- 
other compounds of Formula Id where n is 2 and Y is HONH- were prepared, for example: 

2-{4-[4-(4-chlorophenoxy)phenylsu^ 

hydrochloride (1.30 g. 84%). mp 120.5-124.0 °C; IR (KBr) 3429 (br), 1582 cm" 1 ; 1 HNMR (CD 3 OD) 8 0.40-0 50 (m 
2H), 0.73-0.81 (m. 2H), 1.12 (m c , 1 H), 2.18 (m c 2H), 2.41 (d, J = 14.8 Hz, 2H), 2.63 (d, J = 14.3 Hz, 2H) 3 03 (m ' 
2H), 3.10 (mc, 2H), 3.60 (m c , 3H), 7.13 (m c , 4H), 7.43 (d, J = 8.7 Hz. 2H), 7.89 (d, J = 8.8 Hz, 2H), 7.93 (d J = 8 8 
Hz, 2H); FABMS (M + +H): 479.1. Anal. Calcd. for C23H27N2SO5CI.HCI.H2O: C, 51.77; H, 5.09; N, 5.25. Found C 
51.90; H, 5.53; N, 5.26. 

2-{4-[4-(4-chloropherx>xy)phenyte hydro . 
chloride (590 mg, 89%). mp 160.5 °C (effervescence); IR (KBr) 3426 (br), 1638 cm 1 ; 1 HNMR (CD 3 OD) 5 1 97 (m 
2H), 2.25 (m c , 2H), 3.55 (m c> 4H), 3.64 (s, 2H), 7.10 (d, J = 8.9 Hz, 2H), 7.13 (d, J = 8.7 Hz, 2H), 7 43 (d J = 86 
Hz, 2H), 8.12 (m^ 1H), 8.61 (d, J = 7.9 Hz, 2H), 8.92 (d, J = 5.5 Hz, 2H), 8.98 (br s, 1H); FABMS (M + +H): 530 0 
Anal. Calcd. for C^sH^NaSOeCLHClOSHgO: C, 51.38; H, 4.14; N, 7.19. Found: C, 51.80; H, 4.46; N, 7.25. 
2-{4-[4-(4-chlorophenoxy)phenylsulfonylmethyl]- A/-hydroxy- 1 -methansulf onylpiperidin-4-yl}-carboxamide hydro- 
chloride (682 mg, 69%). mp 107.3-1 12.3 °C; 1 HNMR (CDCI 3 ) 5 1 .95 (m c , 2H), 2.40 (m c , 2H), 2.79 (s, 3H) 3 12 (m c 
2H), 3.42 (s, 2H), 3.51 <m c , 2H), 7.01 (d. J = 8.9 Hz, 2H), 7.07 (d, J = 8.9 Hz, 2H), 7.39 (d, J = 8.9 Hz 2H) 7 83 
(d. J = 8.9 Hz, 2H); FABMS (M + +H): 503.2. Anal. Calcd. for C^H^N^OyCI: C, 47.76; H, 4.61; N, 5.57. Found' 
C, 47.32; H, 4.56; N, 5.52. 

4-[4-(4-pyridyioxy)phenylsutfonylm^ hydrochloride: mp 188- 
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197°C; IR (KBr) 3431, 1638 cm 1 ; 1 HNMR (DMSO-d 6 ) 8 1.73 (m c , 2H), 2.01 (dm. J =14.7 Hz, 2H), 3.43 (m^, 2H), 
3.65 (m^ 2H). 3.78 (s, 2H). 7.56 (nr^, 4H), 8.02 (d, J = 8.7 Hz, 2H), 8.82 (d, J = 6.6 Hz, 2H), 10.64 (s, 1 H); 13 CNMR 
(DMSO-de) 8 33.01 (t), 39.78 (t), 61.13 (s), 63.26 (t), 114.48 (d), 121.81 (d), 130.87 (d). 138.41 (s), 144.92 (d) 
156.14 (s), 168.4 (s), 168.8 (s); Anal. Calcd. for C 18 H 21 N 2 SO 6 CI.HCI.0.6 HoO: C, 49.17; H, 5.09; N. 6.37. Found^ 
C, 49.16; H, 5.03; N, 6.27. 

4-[4-(5<h!oro-2-pyridyloxy)pte^ 141 .9-i42.7°c 

IR (KBr) 3432, 1636 cm" 1 ; 1 HNMR (DMSO-d 6 ) 8 1.73 (m^, 2H), 2.01 (dm, J = 14.7 Hz, 2H), 3.33 (s, 2H), 3 46 (m^ 
2H), 3.64 (m c , 2H), 7.23 (dd, J = 8.7, 0.4 Hz, 2H), 7.40 (d, J = 8.8 Hz, 2H), 7.92 (d, J = 8.8 Hz 2H) 8 03 (d J = 
8.7, 2.7 Hz, 2H), 8.26 (dd, J = 2.7, 0.4 Hz, 1 H), 8.69 (s, 1 H), 10.62 (s, 1 H); 13 CNMR (DMSO-d 6 ) 6 32.89 (t) 41 81 
(s), 60.96 (t), 63.26 (t), 113.88(d), 121.32 (d), 126.31 (s), 129.58(d), 136.93(s). 140.33 (s), 145.74(d), 157.82 (s) 
160.69 (s), 169.02 (s); FABHRMS Calcd. for C 18 H 19 N 2 S0 6 CI (M + + H): 427.0731. Found: 427.0726 Anal Calcd' 
for C 18 H 19 N 2 SO 5 C1.0.5H2O: C, 49.49; H, 4.61; N, 6.41. Found: C, 49.54; H, 4.35; N, 6.47. 
3-[4-(5K;hloro-2-pyridyloxy)phenylsulfonyl]^ mp 115.8-1 16 6 °C IR (KBr) 

3412 (br), 1644 cm' 1 ; 1 HNMR (CD 3 OD) 8 1.38 (s, 6H), 3.58 (s, 2H), 7.13 (d, J = 8.7 Hz, 1H), 7.34 (d. J = 8 8 Hz 
2H), 7.89 (dd. J = 8.7, 2.7 Hz, 2H), 7.95 (d. J = 8.8 Hz, 1H), 8.15 (d, J = 2.5 Hz, 1H); 13 C NMR (CD 3 OD) 6 25 55 
(q), 41.76 (s), 65.06 (t), 114.91 (d), 122.35 (d), 128.40 (s), 130.98 (d), 138.21 (s), 141.44 (d), 146.88 (d) 159 89 
(s), 162.32 (s), 174.51 (s); FABHRMS Calcd. for C 16 H 18 N 2 S0 5 CI (M + + H): 385.0625. Found: 383 0625 Anal 
Calcd. for C 16 H 17 N 2 S0 5 CI: C, 49.94; H, 4.48; N, 7.28. Found: C, 49.58; H, 4.42; N, 7.30. 

1 50 Preparation of Id where n is 2, R 3 and R 4 are Hvdroaen. R 1 and R 2 when taken together with the Carbon to which 
thev are attached are 1- Picolvlpiperidine. and R 5 is 4-f4-ChloroDhenoxv^phenyl 

A solution containing A/-ter/-butoxy-2-[4-[4-(4-chlorophenoxy)-phenylsuHonylmethyl]-1 -picoJylpiperidin-4-yl}-car- 
boxamide (324 mg, 0.566 mmol) in trif iuoroacetic acid (5 ml) was heated to 30°C for 1 .5 hours, cooled to room temper- 
ature, and concentrated in vacuo. The residue was dissolved in ethyl acetate (100 ml), washed with saturated sodium 
bicarbonate (2 x 30 ml), dried over magnesium sulfate, and concentrated in vacuo. Chromatography over silica gel, elut- 
ing with 6% methanol/methylene chloride, yielded 2-{4-[4-(4-chlorophenoxy)-phenylsulfonylmethyl]-1 -picolylpiperidin-4- 
yl}-/V- hydroxycarboxamide hydrochloride: mp 222.5-223.9°C; IR (KBr) 3436 (br), 1645 cm 1 ; 1 HNMR (DMSO<l 6 ) 8 
2.15 (n\, 3H), 2.40 (m c , 2H), 3.32 (m c , 2H). 3.57 (m c , 2H). 3.97 (m c , 2H). 4.44 (m^ 2H), 4.51 (m c , 2H), 7.19 (m c . 4H) 
7.50 (d. J = 8.8 Hz. 2H), 7.87 (nv 3H). 8.49 (m c , 1H). 8.85 (m c , 1H), 8.99 (br s. 1H); FABMS (M + +H): 516 1 Anal 
Calcd. for C^H^NsSOgCI^HCI.O.S H 2 0: C, 50.22; H, 4.89; N, 7.03. Found: C, 50.17; H, 4.65; N, 7.00. 

EXAMPLE 16 

Preparation of Comp oun ds of Formula In 

16A. Preparation of le where R 1 J? and R 3 are Hydrogen, and R 4 is Benzyl 

To a cooled solution of 3-benzyl-3-(4-bromophenylthio)-propionic acid in methanol (50 ml) was added a solution of 
OXONE (8 g) in water (50 ml). The reaction mixture was stirred for 2 hours at room temperature, and then partitioned 
between methylene chloride and water. The solvent was removed from the organic layer under reduced pressure, to 
give 3-benzyl-3-(4-bromophenylsulfbnyl)-propionic add, as a crystalline solid. 

16B. Preparation of If where R 1 1 _R 2 angVR 3 are Hvdrooen. and R 4 is Benzvl 

1. A solution of 3-(4-bromophenyl)sulfonyl-4-benzytpropionic acid (200 mg, 0.52 mmol), phenylboronic acid (127 
mg, 1.04 mmol), and tetrakis(triphenylphospine)palladium(0) (24 mg, 0.021 mmol) in a 1 :1 mixture of ethanol and 
benzene (5 ml) was heated to reflux temperature with stirring. A solution of 2M sodium carbonate (1 ml) was added 
to the reaction mixture, and stirring continued at reflux for approximately 2 hours. The mixture was cooled and then 
partitioned between ethyl acetate and water. The solvent layer was washed with brine, dried over magnesium sul- 
fate, filtered, and solvent removed under reduced pressure. The residue was chromatographed, eluting with 7% 
methanol/methylene chloride, to yield 3-(4-biphenyl)-sulfonyl-4-benzylpropionic acid. 1 HNMR (CDCI 3 ): 7 75 ppm 
(m, 14H); 3.42 ppm (dd, 1H); 2.82 ppm (dd, 1 H); 2.77 ppm (dd, 1 H); 2.51 ppm (dd, 1 H). 

^ 6C. Preparatipn pf lh where R 1 ^_ancjR 3 are Hvdroaen and R 4 is Benzvl 

The 3-(4-biphenyl)surfonyl-4-benzylpropionic acid, prepared as shown above, was then converted to 3-{4-biphe- 
nyl)sulfonyl-4-benzyl-/V-hydroxypropionamide. m.p. 65°C (shrinks with decomposition) as described in Examples 10A. 
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16D. Preparation of Kb where R 1 and R 2 Together wHh the Carbon to which thev are attached represent Tetrahvdro- 
PVran-4-yf, R 3 and R 4 are Hvdronen R 5 is 4-rmioohen-2-vnphenoxvphenvl 

1. To a mechanically stirred suspension of 4-[4^4-bramophenoxy)phenylthiome1hyl]-tetrahydropyran^^arboxylic 
acid (5.50 g, 13.0 mmol) in 20% tetrahydrofuran/methanol (135 ml) cooled to 15°C, was added a solution of 
OXONE (13.0 g, 21.2 mmol) in water (86 mf) dropwise, maintaining an internal temperature of 15-20°C. The mix- 
ture was stirred for 12 hours and dissolved in 40% ethyl acetate/water (1200 ml). The layers were partitioned, and 
the water layer back extracted using ethyl acetate (2 x 300 ml). The combined ethyl acetate layers were dried 
(MgS0 4 ), concentrated, and the residue crystallized from the minimum amount of methylene chloride/hexanes to 
afford 4-[4-(4-bromophenoxy)-phenylsulfonylmethyl]-tetrahydropyran-4-carboxylic acid as a white powder, which 
was used without further purification (5.00 g, 84%). 

2. To a solution of 4-[4-(4-bromophenoxy)phenylsulfonylmethyl]-tetrahydropyran-4-carboxylic acid (1.10 g, 2.42 
mmol) of in A/, N-dimethyttormamide (15 ml) was added tetrakis(triphenylphosphine)-palladium(0) (108 mg), 2-thi- 
ophene boronic acid (857 mg, 6.70 mmol), followed by 2M aqueous sodium carbonate (2.7 ml, 5.4 mmol). The 
reaction was heated to reflux for 10 hours, cooled to room temperature, and the mixture partitioned between meth- 
ylene chloride (100 ml) and IN aqueous hydrochloric acid (20 ml). The aqueous layer was back extracted with 
methylene chloride (100 ml), and the combined organic layers dried (MgS0 4 ), the residue chromatography over 
100 g of silica gel (eluted with methylene chloride to 10% methanol/methylene chloride), and the resulting foam 
crystallized from the minimum amount of methylene chloride/hexanes to afford 4-[4-(4-(thiophen-2-yl)phe- 
noxy)phenylsulfonylmethyl]-tetrahydropyran-4-carboxylic acid (1 .04 g, 94%). mp 181.2-193.3°C; IR (KBr) 3432 (br) 
1718.9 cm 1 ; *H NMR (DMSOd 6 ) 5 1.67 (ddd, J = 13.8, 9.4, 4.0 Hz, 2H), 1.95 (dm, J = 13.8 Hz. 2H). 3.47 (m c 
2H), 3.67 (m c , 2H) f 3.68 (s. 2H). 7.14 (dd. J = 4.9, 3.6 Hz, 1H), 7.20 (d. J = 8.8 Hz, 2H), 7.22 (d J = 8 9 Hz 2H) 
7.50 (dd. J = 3 6, 1.2 Hz, 1H). 7.54 (dd. J = 4.9, 1.2 Hz, 1H), 7.74 (d. J = 8.8 Hz, 2H), 7.87 (d. J = 8.8 Hz' 2H)' 
12.80 (s, 1H); 13 CNMR (DMSO-d 6 ) 8 32.92 (t), 42.25 (s), 61.73 (t), 63.26 (t), 117.82 (d), 123.75 (d), 125.66 (d) 
127.39 (d), 128.50 (d). 130.08 (d). 130.74 (s). 134.90 (s), 142.42 (s), 154.13 (s), 161.33 (s), 174.39 (s); FABHRMS 
Calcd. for 0 2 ^ 2 4^2O^ (M + + H): 459.0936. Found: 459.0936. Anal. Calcd. for C 23 H 23 S 2 O s : C, 60.24" H 4 83 
Found: C, 60.57; H, 4.90. ' 

16E Preparation of Ifb where R 1 and R 2 Together with the Carbon to which thev are attached represent Tetrahvdro- 
pyran-4-yl, R 3 and R 4 are Hvdrooen. R 5 is 4-miiophen-3-vnphenoxvphenyl 

Similarly, following the above procedure, other compounds of Formula Ifb, were prepared, for example replacing 2- 
thiophene boronic acid with 3-thiophene boronic acid. 4-[4-(4-(thiophen-3-yl)phenoxy)-phenylsulfonylmethylJ-tetrahy- 
dropyran-4-carboxylic acid was prepared: mp 206.6-212.4 °C; IR (KBr) 3430 (br), 1719cm* 1 ; 1 HNMR (DMSO-dg) 6 1.67 
(nv 2H), 1.95 (m c . 2H). 3.47 (m c , 2H), 3.66 (m Ci 2H). 3.67 (s. 2H), 7.20 (m c , 4H), 7.56 (dd, J = 5.0, 1.4 Hz, 1H) 7 64 
(d, J = 5.0, 2.9 Hz, 2H), 7.81 (d. J = 8.7 Hz, 2H), 7.87 (m^, 2H). 7.96 (s. 1H), 12.77 (s, 1 H); 13 CNMR (DMSO-d 6 ) 6 32.92 
(t), 40.38 (s). 61.19 (t), 63.26 (t). 117.66 (d). 120.54 (d), 120.87 (d), 126.04 (d), 127.07 (d), 127.96 (d), 130 02 (d) 
132.00 (s), 134.66 (s). 140.45 (s), 1 60.80 (s), 1 74.32 (s); FABHRMS Calcd. for C 23 H 23 S 2 0 6 (M + + H): 459.0936. Found 
459.0934. Anal. Calcd. for C^H^SgOe.O.SHgO: C, 59.08; H, 4.96. Found: C, 58.82; H, 4.69. 

16F Catalytic Reduction of 4-r4-(4-bromophenoxv)H3henvls ulfonv^^ 

A solution of 660 mg (1.45 mmol) of 4-[4-(4-bromophenoxy)-phenylsulfonylmethyl]-tetrahydropyran^-carboxylic 
acid in 80% ethanol/tetrahydropyran (40 ml) was hydrogenated at atmospheric pressure for 14 hours using palladium 
on carbon catalyst, filtered over a celite pad washing with methylene chloride and concentrated in vacuo to afford 4-[4- 
phenoxyphenylsulfonylmethyl]-tetrahydropyran-4-carboxylic acid as a light orange solid (546 mg, 100%), which was 
taken directly into the next reaction without further purification: mp 1 62.5-1 65.3°C; IR (KBr) 3431 (br), 1727 cm 1; 
1 HNMR (DMSO-d 6 ) 8 1.67 (ddd, J = 14.1, 10.0. 4.0 Hz, 2H), 1.95 (dm, J = 14.1 Hz, 2H), 3.47 (mc, 2H) 3 65 (m c 2H) 
3.66 (s, 2H), 7.15 (d. J = 8.8 Hz, 2H), 7.27 (t, J = 7.4 Hz, 1H), 7.45 (t, J = 7.5 Hz, 2H), 7.86 (d, J = 7.9 Hz, 2H) 12 74 
(s. 1H); 13 C NMR (DMSO-d 6 ) 5 32.88 (t), 42.26 (s), 61.75 (t), 63.26 (t), 117.64(d), 120.11 (d), 125.03(d) 130 04(d) 
130.39 (s), 134.69(s), 154.69 (s), 161.53 (s), 174.39 (s); FABHRMS Calcd for C 19 H 21 S0 6 (M + + H): 377.1059 Found : 
378.1064. Anal. Calcd. for C 19 H2oS0 6 .0.75H 2 0: C, 58.52; H, 5.56. Found: C, 58.54; H, 5.19. 


60 


EP0 780 386 A1 


EXAMPLE 17 

Preparation of Compoun ds of Formula li 

17A. Preparation of li where R 1 ■ R 2 and R 3 are Hydrogen, and R 4 is Benzyl 

Thiophenol (80 mg) was stirred for 45 rrrin with potassium hydride (40 mg) in N, A/-dimethylformamide (1 ml) to pro- 
duce a homogeneous solution of potassium thiophenolate. To this mixture was added 3-benzyi-3-(4-bromophenylsurto- 
nyl)-propionic acid (1 00 mg) dissolved in A/,/V-dimethylformamide (1 ml) at room temperature. After stirring for 1 6 hours 
at 75°C the mixture was partitioned between aqueous citric acid and water, giving a product which was purified by pre- 
parative TLC to afford 3-benzyf-3-(4-phenylthiophenvlsulfbnyi)-propionic acid (30 mg). 

17B. Preparation of Ij where R 1 JR 2 and R 3 are Hydrogen, and R 4 is Benzyl 

The 3-benzyl-3-(4-phenylthiophenylsulfonyl)'propionic acid, prepared as shown above, was then converted to 3- 
benzyl-3-(4i3henylthiophenylsulfonyl)-A/-hydroxypropionamide as descibed in Example 10A. 

EXAMPLE 18 

Preparation of Compounds of Formula Ik 

18A. Preparation of Ik where R 1 J3 2 and R 3 are Hydrogen, and R 4 is Benzyl 

A mixture of 3-benzyl-3-(4-bromophenylsuHonyl)-propionic acid (250 mg), p-methoxystyrene (0.1 ml), diisopropyl- 
ethylemine (0.25 ml), palladium acetate (5 mg) and tri(o-methylphenyl)phosphine (16 mg) was stirred overnight at 80°C. 
The reaction mixture was dissolved in methylene chloride and washed with aqueous citric acid. Solvent was removed 
from the methylene chloride solution, and the residue chromatography on silica gel (preparative TLC, eluting with 10% 
methanol/methylene chloride), to afford 3-benzyl-3-(4-styrylphenylsulfonyl)-propionic acid (21 mg). 

18B. Preparation of Ik where R 1 ^R 2 and R 3 are Hydrogen, and R 4 is Benzyl 

The 3-benzyl-3-(4-styrylphenylsulfonyl)-propionic acid, prepared as shown above, was then converted to 3-benzyi- 
3-(4-styrylphenylsuHonyl)-A/-hydroxypropionamide, LSIMS m/e=452.2 (M+H)+, as descibed in Example 10A. 

EXAMPLE 19 

Preparation of Compounds of Formula II 

Preparation of II where n is 2, R 1 and R 2 together with the Carbon to which thev are attached are Piperidine. R 2 and R 3 
are Hydrogen, and R 5 is 4K4-ChlprQphenpxy)phenyl 

Trifluoroacetic acid (4 ml) was added to a solution of /V-fer/-butoxy-2-[4-(4-phenoxyphenylsuHbnylmethyl)-/\/-BOC- 
piperidin-4-y[]-carboxamide (2 g, 3.64 mmol) dissolved in methylene chloride (4 ml). The reaction mixture was stirred 
for 1.3 hours and concentrated in vacuo. The crude salt residue was dissolved in ethyl acetate (150 ml), washed with 
saturated aqueous sodium bicarbonate (2 x 50 ml), dried over magnesium sulfate, concentrated in vacuo, to afford the 
free base, A^te^bu1oxy-244-(4i3henoxyphenylsulfonylm (1.57 g, 90%). 1 HNMR 

(CDCI 3 ) 8 1.28 (s, 9H), 2.23 (m c , 2H), 2.56 (mc, 2H). 3.30 (m c , 2H), 3.44 (m c , 2H), 3.53 (m c , 2H), 7.00 (d, J = 8.9 Hz, 
2H), 7.05 (d, J = 8.8 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.82 (d, J = 8.8 Hz, 2H), 8.25 (br s, 1H), 8.48 (br s, 1H). 

EXAMPLE 20 

Preparation of Compounds of Formula Im 

20A. Preparation of Im where n is 2. R is Ethoxvcarbonylmethvl. R 1 and R 2 are Hydrogen, and R 5 is 4-Phenoxyphenvl 

A solution of N-tert-butoxy-2-[4-(4^henoxyphenylsulfon^ (750 mg) in N, N-dimethytfor- 

mamide (10 ml) was treated with thyl bromoacetat (0.2 ml) and potassium carbonate (600 mg), The mixture was 
stirred overnight at room temperature, and then partitioned between ethyl acetate and water. After drying, solvent was 
removed from the organic layer under reduced pressure to yield /V-terf -butoxy-2- [4-(4-phenoxyphenyl-suHonyl)-1- 
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(ethoxycarbonylmethyl)pqDeridin-4-yl]-acetamide, which was used in the next step without further purification. 
20B. Preparation of Im where n is 2. R is Isoproovl. R 1 ana* R 2 are H yd r o g e n, and R 5 is 4-Phenpxyphenyl 

To a solution of A/-/e/t^utoxy-2-[4-(4-phenoxyphenylsulfonyl)-piperidin^-yl)]-acetarrtide (500 mg) in acetone (20 
ml) was added 10% palladium on carbon (100 mg), and the mixture stirred under hydrogen for three days. The catalyst 
was filtered off, and solvent removed from the filtrate under reduced pressure. The residue was chromatography on 
silica gel, eluting with 10% methanol/methylene chloride, to give Af-f-butoxy-2-[4-(4-phenoxyphenylsulfonyt)-1-(isopro- 
pyl)piperidin-4-yl)]-acetarrtide (300 mg). 

20C. Preparation of Im where n is 2. varying R 

Similarly, following the procedures of Example 20A above, but replacing ethyl bromoacetate with 3-picolyi chloride, 
A/-/e/*f43utoxy-2-[4-(4-phenoxyphenylsulfbnyl)-1 -{3-picolyl)piperidin-4-yl]-acetamide was prepared. 

Similarly, following the procedures of Example 20A above, but replacing A/-terf-butoxy-2-l4-(4-phenoxyphenylsu!fo- 
nyl)piperidin-4-yl)]-acetamide with A/-terf4>utoxy-2-{4-[4-(4-fluorophenoxy)-phenylsulfonyl]-piperidin-4-yl}-acetamide. 
and replacing ethyl bromoacetate with cyclopropylmethyl bromide, fV-fert-butoxy-2-{4-[4-(4-f luorophenoxy)-phenylsulfo- 
nylJ-1"(cyclopropylmethyl)-piperidin-4-yl}-acetamide was prepared. 

Similarly, W-ferf-butoxy-2-[4-(4-phenoxyphenylsulfonyl)- 1 -(acetamidocarbonylmethyl)piperidin-4-yl] -acetamide 
was prepared. 

20D. Preparation of Im where n is 2. varying R 

Similarly, following the procedures of Example 20A above, but optionally replacing A/-tert-butoxy-2-[4-(4-phenoxy- 
phenylsulfonyl)-piperid-4-yl)]-acetamide with other compounds of Formula ly, and optionally replacing ethyl bromoace- 
tate with other compounds of formula RX, where R is lower alkyl, cycloalkylalkyl, acyl, alkoxycarbonylalkyl, picoline, - 
S0 2 R a , where R a is lower alkyl or -NR'W, where R b and R c are independently hydrogen or lower alkyl; and the like, 
and X is chloro, bromo or iodo, other compounds of Formula Im were prepared: 

A/-ferr-butoxy-2-[1-ethyl-4-(4-phenoxyph 

A/-terf-butaxy-2-[1-methyl-4-(4-ph m.p. 1 52-155°C; 

N -ferf4xrtoxy-2-[1-(2-methylprcpy0^ 

A/-terf-butoxy-2-[ 1 -cyclopropylmethyl-4- (4-phenoxyphenylsulfony l)-piperidin-4-yl]-acetamide; 
N-te^butoxy-2-[1-cyclopropylmethyl^-l4-(4-chlorcphenoxy)-phenylsulfonyl]^^ and 
A/-/erf4xjtoxy-2-[1-acetyl-4-[4-(4-fluorophenoxy)phenylsulfonyl]-piperidin-4-y^ 

20E. Preparation of Ic where n is 2. R 3 and R 4 are Hydrogen. R 1 and R 2 when taken together with the Carbon to which 
thev are attached is 1-CyclopropylmethytPiperidine. and R 5 is 4-(4-Chlorophenoxy)phenyl 

To a solution of the free base A/-fe^butoxy-2-[4-(4i3henoxypheny1sufo 
(1.28 g, 2.66 mmol) dissolved in A/,A/-dimethylfbrmamide (17 ml), was added cyclopropylmethyl bromide (0.26 ml, 2.66 
mmol), followed by potassium carbonate (1 .84 g, 13.3 mmol). After the reaction mixture was stirred for 20 hours, water 
was added (100 ml), and the aqueous solution extracted with ethyl acetate (3 x 100 ml). The combined organic extracts 
were washed with brine (2 x 50 ml), dried over magnesium sulfate, concentrated in vacuo. Chromatography over silica 
gel, and eluting with 25% ethyl acetate/hexanes, gave /V-ferf-butoxy-2-[4-(4-phenoxyphenyisulfonylmethyl)-1 -(cyclopro- 
pyl)piperidin-4-yl]-carboxamide (1.30 g, 92%). 1 HNMR (CDCI 3 ) 8 0.10 (ddd,J = 5.6, 4.7, 4.6 Hz, 2H), 0.53 (ddd,J =8.7. 
4.7, 4.5 Hz. 2H), 0.85 (m c , 1H), 1.31 (S, 3H). 1.64 (m^ 2H), 2.06 (m c , 2H), 2.24 (m c , 2H), 2.28 (d. J = 6.5 Hz, 2H), 2.67 
(m Cl 4H), 3.50 (m c , 2H), 7.01 (d, J = 8.8 Hz, 2H), 7.04 (d, J = 8.8 Hz, 2H), 7.37 (d, J = 8.8 Hz, 2H), 7.85 (d, J = 8.8 Hz, 
2H) t 8.33 (br s, 2H); FABMS (M + +H): 535.2. 

20F. Preparation of Ic where n is 2, R 3 and R 4 are Hydrogen. R 1 and R 2 when taken together with the Carbon to which 
they are attached is 1-(3-Picolyl)piperidine. and R 5 is 4-(4-Chlorophenoxy)-phenyl 

Similarly, following the procedures of Example 20 E above, but replacing cyclopropylmethyl bromide with 1 .25 
equivalents of 3-picolyol chloride hydrochloride, A/-ter/-butoxy-2-[4-(4-phenoxyphenylsulfonylmethyl)-1-(3-picoly0pipe- 
ridin-4-yl]-carboxamide was prepared: mp 83.3-93.8°C; IR (KBr) 3436, 1661 cm 1 ; 1 HNMR (CDCI 3 ) 8 1 .31 (s, 9H), 2.00 
(m c , 2H), 2.24 (n^, 2H), 2.55 (m^, 4H), 3.48 (s, 2H), 3.53 (s. 2H), 7.01 (d, J = 8.9 Hz, 2H), 7.04 (d, J = 8.9 Hz, 2H), 7.25 
(dd, J = 7.6, 4.6 Hz, 2H), 7.38 (d, J = 8.8 Hz, 2H), 7.64 (brd, J = 7.8 Hz, 2H), 7.85 (d, J = 8.9 Hz, 2H), 8.36 (br s, 1H), 
8.52 (m, 2H); FABMS (M + +H): 572.0. Anal. Calcd. for C 2 9H34N 3 SO 5 CI.0.5 H 2 0: C, 59.03; H, 5.81; N, 7.12. Found: C, 
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59.37; H, 6.15; N, 7.98. 

20G. Preparation of | c where n is 2. R 3 and R 4 are Hydrogen. R 1 and R 2 when taken together with the Carbon to whinh 
they are attached is l- fNicptinpYD P iperidine . and R 5 is 4-f4-Chioroohenoxy) -p henyl 

To a solution of the free base A/-tert^oxy-2-[4-(4-pheno (491 
mg, 1.02 mmol) and A/,A/-diisopropylethylamine (444 mg, 2.55 mmol) in methylene chloride (2 ml) cooled to 0°C, was 
added nicotinyl chloride hydrochloride (219 mg, 1.27 mmol) in one portion. After the reaction mixture was stirred for 3 
hours, water (30 ml) was added, and the aqueous solution extracted with ethyl acetate (2 x 60 ml). The combined 
organic extracts were washed with brine (2 x 50 ml), dried over magnesium sulfate, concentrated in vacuo. Chromatog- 
raphy over silica gel, and eluting with 6% methanol/methylene chloride, afforded A/-fer/-butoxy-2-[4-(4-phenoxyphenyt- 
sulfbnylmethy0-1-(nicotinoyl)piperidin-4-yl]-carboxamide (233 mg, 39%). 1 HNMR (CDCI 3 ) 6 1 33 (s 9H) 1 95 (m 2H) 
2.35 (mo, 2H). 3.45 (m* 2H), 3.49 (s. 2H), 3.55 (m c 4H), 7.01 (d. J = 8.8 Hz, 2H), 7.06 (d, J = 8.8 Hz, 2H) 7 39 (d J = 
8.8 Hz. 2H), 7.41 (m c , 2H), 7.79 (m* 2H), 7.83 (d, J = 8.8 Hz, 2H), 8.69 (br s, 1 H), 8.52 (mc, 2H). 

20H - Preparation of lc where n is 2, R 3 and R 4 are Hydrogen, R 1 and R 2 when taken together with the Carbon to which 
they are attached is 1-(Methanesulfonyl)Piperidine. and R 5 is 4-(4-Chlorophenoxvl phenyl 

To a solution of the free base A/-fe^butoxy-2-[4-(4-pheno 
(1 .57 g, 3.26 mmol) in 67% methylene chloride/pyridine (16.5 ml) cooled to -78°C, was added a solution of methanesul- 
fonyl chloride (0.51 ml, 6.53 mmol) in methylene chloride (2 ml). After the reaction mixture was stirred for 4 hours, 3N 
aqueous hydrochloric acid (25 ml) was added, and the aqueous solution extracted with ethyl acetate (2 x 60 ml). The 
combined organic extracts were washed with brine (2 x 50 ml), dried over magnesium sulfate, concentrated in vacuo. 
Chromatography over silica gel, and eluting with 45% ethyl acetate/hexanes, afforded /V-fert-butoxy-2-[4-(4-phenoxy- 
phenylsulfonylmethyl)-1-(methanesu^ (1.16 g, 64%). 1 HNMR (CDCI 3 ) 5 1.33 (s 9H) 

2.05 (m c , 2H), 2.37 (m c , 2H), 2.79 (s. 3H), 3.23 (m c , 2H), 3.43 (s, 2H), 3.47 (m c . 2H), 7.01 (d. J = 8.9 Hz 2H) 7 06 (d 
J = 8.9 Hz, 2H), 7.39 (d, J = 8.9 Hz, 2H), 7.85 (d, J = 8.9 Hz, 2H); FABMS (M + +H): 559.1 . 

EXAMPLE 21 

Preparation of Compounds of Formula In 

21 A - Preparation of In where n is 2 , R is Ethoxycarbonylmethyl , R 1 and R 2 are Hvdrooen. and R 5 is 4-Phenoxvphenvl 

The product from Example 20A, N-terf^oxy-2-[4-(4-phenoxyph^ 
4-yl]-acetamide. was dissolved in dichloroethane (10 ml), cooled to 0°C, and saturated with hydrochloric acid gas. The 
reaction vessel was then sealed and the solution stirred for two days at 25°C. Solvent was removed from the reaction 
mixture under reduced pressure, and the residue purified by preparative TLC, eluting with 10% methanol/ methylene 
chloride, to give A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-l-(ethoxycarbonylmethyl)piperidi (420 
mg), m/e = 477.1 (MH + , FABMS). 

21 B - Preparation of In where n is 2. R is Isopropyl. R 1 and R 2 are Hydrogen, and R 5 is 4-Phenoxvphenyl 

The product from Example 20B, ^butoxy-2-[4-(4^henoxyphe 
was reacted with hydrochloric acid gas as described above, to yield A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-1-(iso- 
propyl)piperidin-4-yl)]-acetamide (155 mg), m.p. 128°C, m/e = 432 (MH + ,EIMS). 

21 C. Preparation of In wher e n is 2. varvino R 

Similarly, following the procedures of Example 21 A above, but replacing ethyl bromoacetate with 3-picolyl chloride, 
N-hydroxy-2-[4-(4^henoxyphenyl^^ was prepared, m.p 185-192°C (dec). 

Similarly, following the procedures of Example 19A above, but replacing A/-/e/-Nbutoxy-2-[4-(4-phenoxyphenylsulfo- 
nyl)-piperidin-4-yl)]-acetamide with /v"-te/?-butoxy-2-{4-[4-(4 -to 

and replacing ethyl bromoacetate with cyclopropylmethyl bromide, /V-hydroxy-2-{4-[4-(4-f luorophenoxy)phenylsulfonyl]- 
1 -cyclopropylmethyipiperidin-4-yl}-acetamide was prepared, m.p. 1 04- 1 05°C. 

Similarly, A^hydroxy-2-[4-(4-phenoxyphenylsufo^ was 
prepared. 
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21 D. Preparation of In where n is 2. varying R 

Similarly, following the procedures of Example 21 A above, but optionally replacing A/-ter/-butoxy-2-[4-(4-phenoxy- 
phenylsulfonyl)-piperid-4-yl)]-acetamide with other compounds of Formula ly, and optionally replacing ethyl bromoace- 
tate with other compounds of formula RX, wh re R is lower alkyl, cycloalkylalkyl. acyl. alkoxycarbonylalkyl, picoline, - 
S0 2 R a , where R a is lower alkyl or -NR b R c , where R b and R c are independently hydrogen or lower alkyl; and the like, 
and X is chloro, bromo or iodo, other compounds of Formula In were prepared: 

2-[1 -e%l-4-(4-phenoxyphenylsulfbny^ m.p. 1 82-1 83°C; 

/V-hydroxy-2-[1-methyl-4-(4i)h m.p. 152-155°C; 

A/-hydroxy-2-[1 -(2-methylpropyl)-4-(4-phenoxyphenylsd m.p. 226-227°C; 

2-[1-cydopropylmethyM-(4-phenoxyphenylsulfonyl)-piperidin-4-yl]-acetamide, m.p. 210-211°C; 

2-[1 -cyclopropylmethyM-[4-(4-chlorophenoxy)^^^ m.p. 1 1 0- 

112°C;and 

2-[1-acetyl-4-[4-(4-fluorophenoxy)phenylsulfony^^^ m/e = 450 (MH+). 

EXAMPLE 22 

Preparation of Compounds of Formula lab 

Preparation of lab where R 5 is 4-phenoxyphenvl 

4-Phenoxythiophenol (4.8 g) was stirred for 45 min with potassium hydride (0.98 g) in N, A/-dimethylformamide (100 
rril) to produce a homogeneous solution of potassium 4-phenoxythiophenolate. The lactone, (S)-3-carbobenzyl- 
oxyamino-2-oxetanone (5.3 g) (Arnold, LD. etal., J. Am. Chem. Soc, 107, 7105 (1985)), dissolved in N, /V-dimethyl- 
formamide (50 ml) was then added at room temperature. After stirring for 30 minutes the mixture was poured into water 
and extracted with ethyl acetate. The combined extracts were dried over magnesium sulfate, and solvent removed 
under reduced pressure to give (^-2-(ben2yloxycarbonylamino)-3-(4-phenoxyphenylthio)-propionic acid (9.2 g). It can 
be used directly in the next step. 

EXAMPLE 23 

Preparation of Compounds of Formula lo 

Preparation of lo where R 5 is 4- phenoxypheny ) 

The above-prepared (B)-2'(benzyloxycarbonylamino)-3-(4-phenoxyphenylitiio)-propionic acid was dissolved in 
methylene chloride (1 75 ml), cooled to 0°C, and treated with 0-(terf-butyl)hydroxylamine hydrochloride (7.7 g), 4-meth- 
ylmorpholine (9.4 ml), 1 -hydroxybenzotriazole (2.8 g), and A/-ethyl-A/'-(3<limethylaminopropyl)-carbodiimide (7.9 g). 
The mixture was allowed to warm to room temperature, stirred for 1 .5 hours, then partitioned between methylene chlo- 
ride and water. Solvent was removed from the organic phase under reduced pressure, and the residue purified by flash 
chromatography on silica gel, eluting with 0 to 50% ethyl acetate/hexane, to provide (R)-2-(benzyloxycarbonylamino)- 
A/-/erf-butoxy-3-(4-phenoxyphenylthio)-propionamide (7.4 g) as a white foam. 

EXAMPLE 24 

Pr epa r ation of Compounds of Formula ip 

Preparation of Ip where n is 2 and R 5 is 4-phenoxyphenyl 

(ft)-/V-terf-butoxy-2-(benzyfoxycato (1.5 mmol) was dissolved 

in methanol (140 ml), and a solution of OXONE (15 g) in water (50 ml) was added with vigorous stirring. The oxidation 
is usually complete within 2 hours. The mixture is then partitioned between methylene chloride and water. Solvent was 
removed from the dried organic phase under reduced pressure, to afford (R)-2-(benzyloxycarbonylamino)-A/-/e/ r /- 
butoxy-3-(4-phenoxyphenylsulfonyl)-propionamide (8.3 g) in near-quantitative yield. 
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EXAMPLE 25 

Preparation of Compounds o f Formula lq 

Preparation of jg where n is 2. R 1 is Hydrogen, R 2 is -NF£ r 7 . in which R 6 is Hydrogen and R 7 is Benzvloxycarbo- 
nylamino. and R s is 4-phenoxvphenyt 

A solution of (/?)-2-(benzyloxycarbonylamino)-^ (1.2 g) 

obtained from Example 16 in methylene chloride (5 ml) was diluted with trifluoroacetic acid (30 ml). The solution was 
allowed to stand overnight, and solvent was removed under reduced pressure. This residue was chromatographed on 
silica gel, eluting with 10% methanol/methylene chloride to give (f?)"2-(benzyloxycarbonylamino)-A/-hydroxy-3-(4-phe- 
noxyphenylsulfonyi)-propionamide(400 mg), m.p. 195-202°C. 

EXAMPLE 26 

Preparation of Compounds of Formula Ir 

Preparation of lr where n is 2 and R 5 is 4-phenoxyphenyl 

(fi)-2^benzyloxycarbonylamino)-/^ (6.0 g) obtained from 

Example 1 7 was dissolved in ethanol (100 ml) and hydrogenated at 1 atmosphere in the presence of 10% palladium on 
carbon (6 g) for a period of 18 hours. The catalyst was filtered off and the solvent removed from the filtrate under 
reduced pressure to give (/?)-2-amino-A/-/e^-butoxy-3-(4-phenoxyphenylsulfonyl)-propionamide as a glass. 

EXAMPLE 27 

Preparation of Compounds of Formula Is 

Preparation of Is where n is 2. R 1 is Hydrogen. R 2 is -NR 6 R 7 . in which R 6 and R 7 are both Hydrogen, and R 5 is 4-phe- 
noxyphenvl 

Similarly as in Example 25, (ft)-2-amino-A/-fer^-butoxy-3-(4-phenoxyphenylsulfonyl)-propionamide (6.0 g) was dis- 
solved in 1 ,2-dichloroethane (5 ml) and cooled to -20°C and bubbled for 20 minutes with hydrochloric arid gas in a pres- 
sure tube. The flask was then sealed and the mixture stirred overnight. The tube was cooled, vented, and allowed to 
warm. The solution was rinsed with methanol, the solvent removed from the filtrate under reduced pressure, triturated 
with 1:1 hexane/ethyl acetate (4 ml). The residue was filtered and dried to give (ft)-2-amino-/V-hydroxy-3~(4-phenoxy- 
phenyisul1onyl)-propionamide hydrochloride, m.p. 1 78-1 80°C (dec). 

EXAMPLE 28 

Preparation of Compounds of Formula It 

Preparation of It where n is 2. R 1 is Hydrogen. R 2 is -NR 6 R 7 . in which R 6 is Hydrogen and R 7 is CBZ-(S)-Valinamido. 
and R 5 is 4-phenoxyphenyl 

To a solution of (fl)-2-amino-A/-/er/-butoxy-3-(4-phenoxyphenylsulfonyl)-propionamide (1.9 g) in methylene chlo- 
ride (30 ml) was added CBZ-(S)-valine (1.6 g), 1-hydroxybenzotriazole (0.9 g), triethylamine (1 ml), and A/-ethy!-A/'-(3- 
dimethylaminopropyl)-carbodiimide (1.3 g). After stirring overnight at room temperature, the solution was partitioned 
between methylene chloride and water, and after the organic layer was dried over magnesium sulfate, solvent was 
removed under reduced pressure to give (R)- W-ferf-butoxy-2-(CBZ-valinE^ido)-3-(4-phenoxyphenylsulfony1)-propiona- 
mide, which was used without further purification. 
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EXAMPLE 29 

Preparation of Compounds of Formula lu 

Preparation of lu where n is 2. R 1 is Hydrogen. R 2 is -NR 6 R 7 . in which R 6 is Hydrogen and R 7 is (S)-Valinamido. and 
R 5 is 4-phenoxyphenyt 

A solution of (fO-N-ferf^utoxy-2-(CBZ-valirra^ (prepared above) 

in a mixture of methanol (300 ml) and ethanol (100 ml) was stirred under hydrogen at 1 atmosphere with palladium on 
carbon catalyst (10% Pd, 4 g) for 3 hours. The mixture was filtered, and the filtrate evaporated under reduced pressure. 
The residue was chromatographed on silica gel, eluting with 0-3% methanol in methylene chloride, to give (R)-N-tert- 
butoxy-2«valinanTido-3-(4-phenoxypheriylsulfonyl)-propionamide (1.6 g). 

EXAMPLE 30 

Preparation of Compounds of Formula Iv 

Preparation of Iv where n is 2. R 1 is Hydrogen. R 2 is -NR 6 R 7 . in which R 6 is Hydrogen and R 7 is (SVValinamido. and 
R 5 is 4-phenoxvphenvl 

A solution of (R)-A/-te^butoxy-2-valinamido-3-(4-phenoxyphenylsulfonyl)-propi (1.6 g) in 1,2-dichlo- 

roethane (50 ml) was cooled to -20°C and bubbled for 1 5-20 minutes with hydrochloric acid gas in a pressure tube. The 
flask was then sealed and the mixture stirred for 24 hours. After cooling the tube was cautiously vented and its contents 
evaporated to yield a gum, which upon trituration with ethyl acetate gave a crude product as a white powder. This prod- 
uct was stirred overnight with 10% methanol/methylene chloride (20 ml) and filtered to remove impurities. This was 
repeated three times to give (ff)-A/-hydroxy-2-valinamido-3-(4-phenoxyphenylsulfonyl)-propionamide hydrochloride 
(760 mg), m.p. 214-21 7°C. 

EXAMPLE 31 

Preparation of Compounds of Formula Iw 

Preparation of Iw where n is 2. Y is hydroxy or lower alkoxy. R 1 and R 2 when taken together with the carbon to which 
they are att ached are Tetrahydropyan-4-yl. ft 3 is hydrogen, and R 4 is Benzyl, and R 5 is 4-(4-Chlorophenoxy)phenyl 

1 . To a solution of 4-[4-(4-chIorophenoxy)phenylthiomethyQ-tetiBhydropyran-4-carboxylic acid methyl ester in 20% 
tetrahydrofurarvmethanol (9.5 ml) was added dropwise a solution of OXONE (1.53 g, 2.49 mmol) in water (8 ml) 
while maintaining an internal temperature of 15-20°C. The mixture was stirred 2 hours and the mixture dissolved in 
40% ethyl acetate/water (200 ml). The layers were partitioned, and the water layer back extracted using ethyl ace- 
tate (2 x 50 ml). The combined organic layers were dried over magnesium sulfate, concentrated, and the residue 
purified by preparative chromatography (20 x 40-1000 urn plates), eJuting with 50% ethyl acetate/hexanes) to afford 
4-[4-(4-chlorophenoxy)phenyl-sulfonylmethylJ-tetrahydropyran-4-carboxylic acid methyl ester (460 mg, 71%). 
1 HNMR (CDCI 3 ) 8 1 .71-1 .82 (m, 2H), 2.23 (dm, J = 13.6 Hz, 2H), 3.47 (s, 2H), 3.58-3.67 (m, 2H), 3.59 (s, 3H), 3.73- 
3.81 (m, 2H), 6.97-7.10 (m, 4H), 7.39 (d, J * 8.7 Hz, 2H), 7.84 (d, J = 8.7 Hz, 2H). 

2. Lithium diisopropylamide was prepared by the addition of 2.5M A/-butyl lithium (610 uL 1 .53 mmol) in hexanes 
to a solution of diisopropylamine (200 pL, 1.53 mmol) in tetrahydrofuran (3 ml) at 0°C and stirring for 20 minutes. 
Then a solution of 4-[4-(4-chlorophenoxy)-pheny1sulfonylmethyl]-tetrahydropyran-4-carboxylic acid methyl ester 
(540 mg, 1.27 mmol) in tetrahydrofuran (1 ml) was added to the solution of lithium diisopropylamide at -78°C, and 
stirred for an additional 60 minutes. Benzyl bromide (181 nU 1-53 mmol) of was added to the mixture, stirred for an 
50 minutes, warmed to room temperature over 30 minutes, and stirred for an additional 3 hours. The mixture was 
then diluted with 0.1M aqueous hydrochloric acid (25 ml) and extracted with methylene chloride (2 x 50 ml). The 
combined organic layers were dried over magnesium sulfate, concentrated in vacuo, chromatographed over silica 
gel t eluted with 20% ethyl acetate/hexanes, to afford 3-benzyl-4-[4-(4-chlorophenQxy)phenylsulfonylmethylJ-tet- 
rahydropyran-4-carboxylic acid methyl ester (440 mg, 67%). IR (KBr) 1736 cm" 1 ; ^NMR (CDCI3) 6 1.78 (dm, J = 
13.5 Hz, 1 H), 2.02-2.17 (m, 2H), 2.39 (dm, J = 13.5 Hz, 1 H), 3.19-3.23 (m, 2H), 3.37-3.45 (td, J = 1 1 .9, 2.4 Hz, 2H), 
3.77-3.85 (m, 1H), 3.84 (s, 3H), 3.88-3.98 (m, 2H), 4.07-4.17 (m, 2H), 6,83-6.90 (m. 4H), 6.94 (d, J = 8.7 Hz, 2H), 
7.08-7.15 (m. 3H), 7.37 (d. J = 8.7 Hz, 2H), 7.62 (d, J = 8.7 Hz. 2H); FABMS (M+ +H): 515. 
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EXAMPLE 32 

Preparatipn Qf Compounds of Formula lx 

Preparation of Ix wher n is 2. Y is hydroxy. R 1 and R 2 when taken together with the carbon to which they are attached 
are Tetrahydropyan-4-y), R 3 is hydrogen, and R 4 is Benzyl, and R 5 is 4-(4-Chlorcpherray)phenyl 

To a solution of 3-bercyl-4-[4-(4-chlorc>phenoxy)^ acid methyl 

ester (410 mg, 0.80 mmol) in A/,A/<Jimethylformamide (4 ml) was added lithium iodide (1.06 g. 7.96 mmol), followed by 
sodium cyanide (78 mg, 1 .59 mmol). The mixture was heated to 120°C for 8 hours, cooled to room temperature, the N, 
/V-dimethylformamide solvent removed by heating under reduced pressure, and the residue partitioned between ethyl 
acetate (150 ml) and saturated aqueous sodium bisulfite (50 ml). The ethyl acetate layer was dried over magnesium 
sulfate, concentrated in vacuo, purified by preparative chromatography (20 x 40-1000 urn plates), eluted with 8% meth- 
anol/methylene chloride) to afford 317 mg (80%) of 3-beruyW44*(4-chlorc>phenoxy)-phenylsuIfonylmethyO-tetrahydro- 
pyran-4-carboxylic add 1 HNMR (tyAZ-dimethylformamide contaminant CDCI 3 ) 6 1 .74 (dm, J = 13.5 Hz, 1 H), 2.05-2.18 
(m, 2H), 2.42 (dm. J = 13.5 Hz, 1H), 3.22-3.26 (m. 2H), 3.48-3.58 (m, 2H), 3.78-4.18 (m. 5H). 6.83-6.88 (m, 4H), 6.93 
(d, J = 8.5 Hz, 2H), 7.08-7.13 (m, 3H), 7.36 (d, J = 8.7 Hz, 2H), 7.62 (d. J = 8.7 Hz, 2H); CIMS (NH 3 , M+ + NH 4 +): 518. 

EXAMPLE 33 

Preparation of Compounds of Formula I 

Preparation of I where n is 2. R 2 is -NR 6 fl 7 . i n w hi ch R 6 and.R 7 are both Methyl, and R 5 js4-phenoxyphenyl 

To a solution of (H)-2-amino-A/-te/t-butoxy-3-(4i3henoxypheriylsulfonyi)-propionamide (1.6 g) in A/,A/-dimethyHor- 
mamide (5 ml) was added potassium carbonate (0.5 g) and methyl iodide (550 jd). After stirring for 2.5 hours, the mix- 
ture was partitioned between ethyl acetate and water, and after the organic layer was dried over magnesium sulfate, 
solvent was removed under reduced pressure. The residue was chromatographed on silica gel, eluting with 50% ethyl 
acetate/hexane to give (R)-N ferf-bLrtoxy-2<limetlTyiamino-3-(4^henoxypheny}sulfdnyl)-propionamide (0.6 g). 

This compound, (R)-fV-ferf-butoxy-2<Jimethylamino-3-^ was dissolved in 

1,2-dichloroethane (50 ml), cooled to -30°C and bubbled for 15-20 minutes with hydrochloric acid gas in a pressure 
tube. The flask was then sealed and the mixture stirred overnight. After cooling the tube was cautiously vented and its 
contents evaporated, to yield a gum, which upon trituration with 2:1 hexane/ethyl acetate gave a white powder, {R)-2- 
dimethylamino-N-hyoYoxy-3-(4-phen^ hydrochloride (0.43 g), m.p. 65-70°C. 

EXAMPLE 34 

Preparation of Compounds of Formula I 

Preparation of I where n is 2, R 2 i§ -NR 6 R 7 , in which R 6 is Hydrogen and R 7 is Dimethvlaminosulfonyl. and R 5 is4-phe- 
noxyphenvl 

To a solution of (R)-2-amino-rV-fer/-butoxy-3-(4-phenoxyphenylsuHony()-propionamide (1.5 g) in methylene chlo- 
ride (20 ml) and pyridine (1 .2 ml) was added dimethylsulfamoyl chloride (1 ml), and the mixture stirred overnight at room 
temperature. The mixture was partitioned between methylene chloride and water, and after the organic layer was dried 
over magnesium sulfate, solvent was removed under reduced pressure. The residue was chromatographed on silica 
gel, eluting with 0-45% ethyl acetate/hexane, to give (H)-A/-fe/t-butoxy-2-dimethylaminosulfonamido-3-(4-phenoxyphe- 
nylsulfonyl)-propionamide (1.6 g). 

This compound, (fO"A/-fert-butoxy-2-dimethylaminosufo^ was 
dissolved in trif luoroacetic acid (30 ml) and the mixture stirred overnight at room temperature. The trifluoroacetic acid 
was removed under reduced pressure, and the residue chromatographed on silica gel, eluting with 10% metha- 
nol/methylene chloride, to give (/?)-2-dimethylaminosulfonamido-3-(4-phenoxyphenylsUfonyl)-A/-hydroxypropionamide 
hydrochloride (550 mg). 1 H NMR (d6-DMSO) 7.90 (d,2H), 7.47 (d,2H), 7.25 (t,1H), 7.13 (m,4H), 3.95 (m,1H), 3.55 
(m.2H). 2.6 (s,6H). 
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EXAMPLE 35 

Example of Preparati on of Compounds of Formula I on a Large Scale 

5 Preparation of I where n is 2. R 1 and R 2 wh n taken together with the Carbon to which th yar attached represent Tet- 
rahydropyran, R 3 and R 4 are Hydrogen, and R 5 is 4>(4-Chiorophenoxy)pheny1 

1. Preparation of a Compound of Formula (7a) 

io To a mixture of N, A^-dimethylformamide (56 Kg) and diethyl malonate (22 Kg) was added a 21 % solution of sodium 
ethoxide in ethanol (45 Kg), followed by 2-chloroethyl ether (19 Kg). "The mixture was heated to 85°C, causing ethanol 
to distil from the mixture. The temperature was raised to 120°C until all the ethanol formed was removed (3 hours), and 
then the mixture was allowed to cool to 25°C. The mixture was then rewarmed to 120°C and a further 45 Kg of a 21% 
solution of sodium ethoxide in ethanol added at such a rate as to cause the ethanol formed to distil off. When the distil - 

75 lation was complete, the mixture was cooled to 100°C, and after it was determined that the reaction was complete then 
cooled to 25°C. The mixture was partitioned between toluene (80 Kg) and water (216 Kg) and solvent removed from the 
organic layer by distillation. The product was used in the next step with no further purification. 

2. Preparation of a Compound of Formula (8a) where R 1 and R 2 when taken together with the Carbon Atom to which 
20 they are attached represent Tetrahydropyran 

A solution of diethyl tetrahydro-4H-pyran-4,4-dicarboxylate, the compound of Formula (7a), (12 Kg) in toluene (104 
Kg) was cooled to between -30°C to -35°C, and diisobutylaluminum hydride (69 Kg) was added at such a rate so as to 
maintain a reaction temperature of -25°C. After the addition was complete, the temperature was raised to 15°C over 3 

25 hours, and the reaction stirred until all starting material was consumed. The mixture was then recooled to -15°C and 
allowed to stand overnight. The product was partitioned between ethyl acetate (54 Kg), ethanol (48 Kg), and saturated 
sodium sulfate solution (60 litres), and the mixture stirred overnight at 25°C. The precipitated salts were filtered off, 
washed with tetrahydrofuran, and the filtrate washed with brine and separated. The organic layer was dried over mag- 
nesium sulfate and solvent removed under reduced pressure, to give ethyl 4-hydroxymethyltetrahydropyran-4-carboxy- 

30 late (3.8 Kg), the compound of Formula (8a). 

3. Preparation of a Compound of Formula (9a) where R 1 and R 2 when taken together with the Carbon Atom to which 
they are attached represent Tetrahydropyran 

35 To a solution of lithium hydroxide monohydrate (4.46 Kg) in methanol (44 litres) and water ( 1 1 Kg) was added ethyl 
4-hydroxymethyl-tetrahydropyran-4-carboxylate (8.0 Kg). The mixture was refluxed for 30 minutes, then solvent 
removed under reduced pressure. The mixture was cooled to 20°C, methyl tert-butyl ether (14.8 Kg) added, stirred for 
1 0 minutes, and allowed to settle. The top organic layer was separated. This was repeated twice more, then the remain- 
ing mixture cooled to -1 0°C, and a solution of 31% hydrochloric acid (1 3 Kg) in water (3 Kg) added, maintaining the tem- 

40 perature below 5°C. The mixture was extracted several times with tetrahydrofuran, and the combined organic phases 
dried over magnesium sulfate. Approximately 90% of the tetrahydrofuran was removed, and the remaining solution 
added to a mixture of hexane (64.5 Kg) and methyl tert-butylether (23.7 Kg) with stirring. The precipitated solid material 
was filtered off and dried under reduced pressure at 60°C, to give 4-hydroxymethyl-tetrahydropyran-4-carboxylic acid 
(3.7 Kg), the compound of Formula (9a). 

45 

4. Preparation of a C o m pound of Formula l a wh ere R 1 and R 2 when taken together with the Carbon Atom to which they 
are attached represent Tetrahydro pyran 

To a mixture of 4-hydroxymethyI-tetrahydropyran-4-carboxylic acid (3.84 Kg), 4-dimethylaminopyridine (0.6 Kg) in 
so dichloromethane (32 litres) was added triethylamine (4.88 Kg). The mixture was cooled to -20°C, and a solution of ben- 
zenesulfony! chloride (4.66 Kg) in dichloromethane (5 litres) was added over a period of 35 minutes, maintaining the 
temperature below -10°C. The mixture was stirred at -10°C for 30 minutes, then 3N hydrochloric acid (10 litres) and 
water (10 litres) were added with stirring, then the layers allowed to separate. The organic layer was separated, the 
aqueous layer washed with dichloromethane (16 litres), the combined organics washed with aqueous 5% sodium bicar- 
55 bonate solution (12 litres), then with water (12 litres), and solvent removed under reduced pressure, to give 2,7-dioxas- 
piro[3,5]nonane-1-one, a compound of Formula (10a) 

To a mixture of 60% sodium hydride (0.92 Kg) in tetrahydrofran (26 litres) at 0°C was added a solution of 4-(4-chlo- 
rophenoxy)thiophenol (4.37 Kg) in tetrahydrofuran (1 5 litres), maintaining the temperature below 1 0°C. The mixture was 
allowed to warm to room temperature for 30 minutes, then recooled to 0°C. The concentrated solution of 2,7-dioxas- 
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piro{3,5]nonane-1-one obtained above was then added slowly to this mixture, maintaining the temperature below 10°C. 
The mixture was allowed to warm to room temperature, and stirred for 30 minutes. The mixture was then treated with 
3N hydrochloric acid ( 1 6 litres) and dichloromethane (30 litres). The organic layer was separated and the aqueous layer 
extracted twice with dichloromethane (20 litres). The combined organics were washed with water (20 litres), filtered, 
5 and 100 litres of solvent removed under atmospheric pressure. To the remaining reaction product was added ace- 
tonitrile (60 litres) and after a further 60 litres of solvent were removed by distillation, acetonitrile (40 litres) was added 
and the total volume of the remainder reduced to 30 litres by distillation. This mixture was then heated to mild reflux 
(80°C), and then slowly cooled to 0°C. The product was filtered off, washed with hexane, and dried to about 60°C under 
reduced pressure, to yield 4-[4-(4-chlorophenoxy)phenyl^ acid (5.61 Kg). 

10 

5. Preparation of a Compound of Formula Iba where R 1 and R 2 when taken together with t he Carbon Atom to which 
they are attached represent Tetrahvdropvran 

A solution of 4-[4-(4-c*lorophenoxy)phenylthiome1^ acid (5.5 Kg) and A/,/V-dimeth- 

15 ylformamide (27 ml) in dichloromethane (27.5 litres) was cooled to 5°C, and oxalyl chloride (t .4 litres) added slowly with 
stirring. After addition was complete, the mixture was allowed to warm to room temperature and stirred for 2 hours, thus 
forming a compound of Formula (12). The solution was then recooled to 10°C, and a mixture of 50% aqueous hydrox- 
ylamine (5.4 litres), fert-butanol (12.1 litres) and tetrahydrofuran (30.5 litres) was added slowly, maintaining the temper- 
ature below 21°C. The mixture was then allowed to warm to room temperature until the reaction was complete. The 
20 solvent was then evaporated under reduced pressure until 90% had been removed, at which point acetonitrile (42.5 
litres) was added and the remaining dichloromethane removed by distillation under reduced pressure. The remaining 
solution was heated under reflux, and water (126 Kg) added at such a rate so as to maintain reflux. The solution was 
then cooled to 5°C for 12 hours, and the solid thus obtained filtered off. This product was washed with water and dried 
under vacuum at 50°C to yield 4-[4-(4-chlorophenoxy)phenylthiome^ 
25 (5.06 Kg), a compound of Formula Iba. 

6. Preparation of a Compound of Formula Id where R 1 and R 2 when taken together with the Carbon Atom to which they 
are attache^ represent Telrafydropyran 

30 To a solution of 4-[4-(4-chlorc>phenoxy)phenylthiometh^ (5.06 Kg) in 

tetrahydrofuran (28 litres) and methanol (112 litres) at 15°C was added a solution of OXONE (14.23 Kg) in water (72 
litres) with stirring, ensuring that the temperature did not exceed 16°C. After the addition was complete, the temperature 
was raised to 20°C and the mixture stirred for 3 hours, then poured into a cold mixture (5°C) of toluene (60 litres) and 
ethyl acetate (98 litres) with stirring. The resultant mixture was filtered, the organic and aqueous layers thus obtained 

35 separated, and the aqueous layer washed with a mixture of ethyl acetate (25 litres) and toluene (10 litres). This wash 
was repeated twice more. The combined extracts and organic layer was washed twice with water (25 litres), and solvent 
removed under reduced pressure to a volume of 30 litres. The solution was cooled to 5°C, and the solid filtered off, 
washed with ethyl acetate/water and dried under vacuum at 50°C, to yield 4-[4-(4-chlorophenoxy)phenylsulfonylme- 
thyl]-tetrahydropyran-4-(A/-hydroxycarboxamide) (4.3 Kg). 

40 

7. Similarly other Compounds of Formula I may be prepared. 
EXAMPLE 36 

45 This example illustrates the preparation of representative pharmaceutical compositions for oral administration con- 
taining a compound of Formula I, or a pharmaceutical^ acceptable salt thereof, e.g., A/-hydroxy-2-[4-(4-phenoxyphe- 
nylsulfonyl)-piperidin-4-yl)J-acetamide: 


50 

A. 


Ingredients 

% wt./wt. 


Compound of Formula 1 

20.0% 

55 

Lactose 

79.5% 


Magnesium stearate 

0.5% 
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The above ingredients are mixed and dispensed into hard-shell gelatin capsules containing 100 mg each, one cap- 
sule would approximate a total daily dosage. 


B. 

Ingredients% wt./wt. 


Compound of Formula I 

20.0% 

Magnesium stearate 

0.9% 

Starch 

8.6% 

Lactose 

79.6% 

PVP (polyvinytpyrrolidine) 

0.9% 


15 


The above ingredients with the exception of the magnesium stearate are combined and granulated using water as 
a granulating liquid. The formulation is then dried, mixed with the magnesium stearate and formed into tablets with an 
20 appropriate tablet machine. 


c. 

Ingredients 


Compound of Formula I 

0.1 g 

Propylene glycol 

20.0 g 

Polyethylene glycol 400 

20.0 g 

Polysorbate 80 

1.0g 

Water 

q.s. 100 ml 


35 

The compound of Formula I is dissolved in propylene glycol, polyethylene glycol 400 and polysorbate 80. A suffi- 
cient quantity of water is then added with stirring to provide 100 ml of the solution which is filtered and bottled. 


40 

D. 

Ingredients 

% wt./wt. 


Compound of Formula I 

20.0% 


Peanut Oil 

78.0% 

45 




Span 60 

2.0% 


so The above ingredients are melted, mixed and filled into soft elastic capsules. 
EXAMPLE 3 7 

This example illustrates the preparation of a representative pharmaceutical formulation for parenteral administra- 
55 tion containing a compound of Formula I, or a pharmaceutical^ acceptable salt thereof, e.g., A/-hydroxy-2-[4-(4-phenox- 
yphenylsulfonyl)-piperidin-4-yl)]-acetamide: 
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Ingredients 


Compound of Formula I 

0.02 g 

Propylene glycol 

20.0 g 

Polyethylene glycol 400 

20.0 g 

Polysorbate 80 

1.0g 

0.9% Saline solution 

q.s. 100 ml 


The compound of Formula I is dissolved in propylene glycol, polyethylene glycol 400 and polysorbate 80. A suffi- 
15 cient quantity of 0.9% saline solution is then added with stirring to provide 100 ml of the LV. solution which is filtered 
through a 0.2 *x membrane filter and packaged under sterile conditions. 

EXAMPLE 38 

20 This example illustrates the preparation of a representative pharmaceutical composition in suppository form con- 
taining a compound of Formula I, or a pharmaceutically acceptable salt thereof, e.g., A/-hydroxy-2-[4-(4-phenoxyphe- 
nylsulfbnyl)-piperidin-4-yl)]-acetamide: 


25 

Ingredients 

%wt/wt 


Compound of Formula 1 

1.0% 


Polyethylene glycol 1000 

74.5% 

30 

Polyethylene glycol 4000 

24.5% 


The ingredients are melted together and mixed on a steam bath, and poured into molds containing 2.5 g total 
weight. 

35 

EXAMPLE 39 

This example illustrates the preparation of a representative pharmaceutical formulation for insufflation containing a 
compound of Formula I, or a pharmaceutically acceptable salt thereof, e.g., A/*hydroxy-2-[4-(4-phenoxyphenylsulfbnyl)- 
40 piperidn-4-y0]-acetamide 


Ingredients 

% wt./wt. 

Micronized compound of Formula I 
Micronized lactose 

1.0% 
99.0% 


so The ingredients are milled, mixed, and packaged in an insufflator equipped with a dosing pump. 
EXAMPLE 40 

This example illustrates the preparation of a representative pharmaceutical formulation in nebulized form contain- 
55 ing a compound of Formula I, or a pharmaceutically acceptable salt thereof, e.g., A/-hydroxy-2-[4-(4-phenoxyphenylsul- 
fony!)-piperidin-4-yl)]-acetamide: 
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Ingredients 

%wt/wt. 

Compound of Formula I 

Water 

Ethanol 

0.005% 
89.995% 
10.000% 


10 

The compound of Formula I is dissolved in ethanol and blended with water. The formulation is then packaged in a 
nebulizer equipped with a dosing pump. 

EXAMPLE 41 

15 

This example illustrates the preparation of a representative pharmaceutical formulation in aerosol form containing 
a compound of Formula I, or a pharmaceutical! y acceptable salt thereof, e.g., A/-hydroxy-2-{4-(4-phenoxyphenylsulfo- 
nyl)-piperidin-4-yl)]-acetamide: 

20 


Ingredients 

% wt./wt. 

Compound of Formula 1 
Propellant 11/12 
Oleic acid 

0.10% 
98.90% 
1.00% 


The compound of Formula I is dispersed in oleic acid and the propellents. The resulting mixture is then poured into 
30 an aerosol container fitted with a metering valve. 

EXAMPLE 42 

In V i tro As say 

35 

42A. Isolation of MMPs for Assays 

The catalytic domain of human collagenase-1 was expressed as a fusion protein with ubiquitin in E. Coli (Gehring, 
E.R. etat, J. Biol. Chem., 270, 22507, (1995)). After purification of the fusion protein, the fibroblast collagenase-1 cat- 
40 alytic domain was released by treatment with 1 mM of aminophenylmercuric acetate (APM A) for 1 hour at 37°C and 
purified by zinc chelate chromatography. 

Human collagenase-2 and gelatinase B were isolated in active form from buffy coats (Mookhtiar, K.A. et at, 
Biochemistry, 29, 10620, (1990)). 

The propeptide and catalytic domain portion of human collagenase-3 was expressed in E Coli as an AMerminal 
45 fusion protein with ubiquitin. After purification, the catalytic domain was obtained by treatment with 1 mM APMA for 1 
hour at 37°C, and purified by zinc chelate chromatography. 

Rat collagenase-3 was purified in active form from the culture media of uterine smooth muscle cells (Roswit, W.T 
era/., Arch. Biochem. Biophys., 225, 285-295 (1983)). 

The catalytic and fibronectin-like portion of human progelatinase A was expressed as a fusion protein with ubiquitin 
so in E Coli. Assays were carried out on autolytically activated material. Rat progelatinase A was purified from the culture 
media of interieukin-1 stimulated keratinocytes and activated by treatment with 1 mM APMA for 1 hour at 37°C, and 
subsequently dialyzed to remove excess APMA. 

Human prostromelysin-1 was purified from the culture medium of synovial fibroblasts by affinity chromatography 
using an immobilized monoclonal antibody. The zymogen was activated by treatment with trypsin (1 .5 ug/ml) for 1 hour 
55 at 23° C to give a mixture of 45 and 28 kD species. The catalytic domain of human stromelysin was prepared by expres- 
sion and purification of prostromelysin-1 from E Coli and activated with 1 mM APMA for 1 hour at 37°C, followed by 
dialysis. Rat prostromelysin-1 was expressed in Chinese Hampster Ovary cells and purified from the culture media. It 
was activated by 1 mM APMA for 1 hour at 37°C, followed by dialysis. 

Human promatrilysin was expressed and purified from Chinese Hampster Ovary cells (Barnett, J. et al, Prot 
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Expres. Pur., 5, 27, (1994)). The zymogen was activated by treatment with t mM APMA for 1 hour at 37°C, and purified 
by zinc chelate chromatography. 

Compounds of Formula I exhibited the ability to inhibit the collagenases when tested in this assay. 

5 42B. In Vitro Assay Procedure 

Assays were performed in assay buffer (50 mM Tricine pH 7.5, 200 mM sodium chloride, 10 mM calcium chloride, 
0.005% Brij-35) containing 2.5% methyl sulfoxide (DMSO) once the substrate and inhibitor were diluted into it. Stock 
solutions of inhibitors were prepared in 100% DMSO. Stock solutions of the substrate were prepared in 100% DMSO 

io at a concentration of 2 mM. 

The assay method was based on the hydrolysis of MCA-Pro-Leu-Gly-Leu-DPA-Ala-Arg-Nhk (Bachem, Inc.) at 
37°C (Knight, C.G. et ai, FEBS, 296, 263-266 (1992)). The fluorescence changes were monitored with a Perkin-Elmer 
LS-50B fluorimeter using an excitation wavelength of 328 nm and an emission wavelength of 393 nm. The substrate 
concentration used in the assays was 10 jimole. The inhibitor was diluted into the assays from a solution in 100% 

15 DMSO, and controls substituted an equal volume of DMSO so that the final DMSO concentration from inhibitor and sub- 
strate dilutions in all assays was 2.5%. The inhibition results are expressed as the inhibitor concentration that produced 
50% inhibition (IG 50 ) of the activity in the control (non-inhibited) reaction. 

EXAMPLE 43 

20 

In Vitro Assay 

This assay determines the ability of the compounds of Formula I to inhibit the degradation of the collagen matrix 
(as judged by release of hydroxyproline), and proteoglycan (as judged by the release of 35 S-Iabelled glycosaminogly- 
25 cans) from cartilage explants. 

Small cartilage explants (3 mm diameter) were prepared from freshly sacrificed bovine knee joints and labeled with 
35 S0 4 . 35 S-labelled glycosaminoglycans (GAG's) and collagen fragments are released into the culture medium in 
response to the addition of rhlL-1 -alpha, which induces the expression of chondrocyte matrix metalloproteases 
(MMP's), including stromelysin and collagenase. The percent inhibition of hydroxyproline and GAG's released was cor- 
30 rected for spontaneous release in the absence ol rhlL-1 -alpha. 

Compounds of Formula I, when tested in this assay, displayed the ability to inhibit the release of both collagen frag- 
ments and 35 S-labelled GAG's from cartilage explants. 

EXA MPLE 44 

35 

in Vivo Assay 

The cartilage plug implantation assay measures the destruction of the collagen matrix of a cartilage plug implanted 
in a rat (Bishop, J. et al., J. Pharm. Tox. Methods, 30, 19, (1993)). 

40 Previously frozen bovine nasal cartilage plugs weighing approximately 20 mg were embedded in polyvinyl sponges 
impregnated with Mycobacterium tuberculosis and implanted subcutaneously in female Lewis rats. Dosing was begun 
9 days after implantation and the plugs were harvested about one week later. The plugs were weighed, hydrolyzed, and 
the hydroxyproline content measured. Efficaciousness was determined by the comparison of the compound-treated 
groups with vehicle treated controls. 

45 The compounds of Formula I exhibited the ability to inhibit the degradation o1 the cartilage plugs in this assay. 

EXAMPLE 45 

In Vivo Assay Procedure 

50 

45A. Determination of TNF Production Following LPS Stimulation 

Female Balb/c mice, 6-8 weeks old (Jackson Labs or Harlan) were used. For each treatment group, 6-8 mice were 
used. Mice were injected LP. with LPS (Sigma* 13129, 10-20 ^ig/mouse) after treatment with a compound of Formula I. 
55 The compound of Formula I or vehicle was administered subcutaneously (S.C.) once, 30-60 minutes prior to LPS chal- 
lenge. Control animals received CMC vehicle alone or CMC + 2-5% DMSO. Animals were bled 1.5 hours after LPS 
injection under anesthesia with metofane from the retro-orbital plexus, using a Pasteur pipette. Blood was collected in 
a microtainer serum separator tube (Becton Dickinson #5960). The sera were separated and either tested the next day 
or they were kept at -20°C until ready to test for TNF-a. 
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45B. ELISA Assay for Murine TNF-q 

The Endogen (EM-TNFA kit) mouse tumor necrosis factor alpha (mTNF-ct) kit is an in vitro enzyme-linked immu- 
nosorbent assay for the quantitative measurement of mouse TNF-a (ordering code: EM-TNFA; Endogen, 30 Com- 

5 merce Way, Woburn, MA 01801-1059, USA). Standards (lyophilized recombinant E. co//-derived mouse TNF-a) or 
serum samples (50 jil each) were added in duplicate to each well ol the precoated anti-mTNF-a plate. Biotinylated anti- 
body (50 uJ) was added, the plates were incubated for 2-3 hours at room temperature. The wells were washed five times 
with wash buffer and 100 *il of diluted strepavidin HRP were added to each well and then were incubated at room tem- 
perature for 30 minutes. After washing (5X), 100 uJ premixed TMB substrate solution were added to each well and 

io plates were developed at room temperature in the dark for 30 minutes. The reaction was stopped by adding 100 |il of 
the stop solution. Absorbance at 450-575 nm was measured in a plate reader (ThermoMax, Molecular Devices). 
Results are calculated at pg/ml TNF-a by comparison to the standard curve, using Immunol it Beckman software. They 
are expressed as mean pg/ml of TNF-a t and as percentage of inhibition compared to controls (animals injected with 
LPS alone), considered 100% ol TNF-a: production. 

is The compounds of Formula I, when tested in this assay, exhibited the ability to inhibit TNF-a production. 

EXAMPLE 46 

TNF Conjugate Immunoassay 

20 

Human Monomac 6 cells were cultured at 37°C in RPM1 1 640 medium supplemented with 10% fetal cart serum to 
a density of 1 X 10 5 cells/mL All subsequent incubations were performed at 37°C. 230 pJ of these cells were placed in 
each well of a 96-well tissue culture plate and the cells incubated for 1 5 minutes, 10 ^l of desired concentration of com- 
pounds of Formula I in the above mentioned medium were added to the appropriate wells and incubated for an addi- 

25 tional 15 minutes. To each well was added 10 of an LPS/PMA mixture which brings the final concentration of LPS to 
10 ng/mL and the final PMA concentration to 30 ng/mL. The cells were then incubated for 2 hours after which the plate 
was centrifuged and the medium removed and analyzed for TNF content. The analysis was performed using an R & D 
Systems TNF Quantikine Immunoassay and following the manufacturer's protocol (R & D. Systems, 614 Mckinley Place 
N.E., Minneapolis, MN 55413, USA; Catalog No. DTA50). The IC50 was calculated from the percent inhibition of TNF 

30 released into the medium. 

The compounds of Formula I, when tested in this assay, exhibited the ability to inhibit TNF production. 

EXAMPLE 47 

35 tnfr Sheddi ng immunoa ssay 

Human Monomac 6 cells are cultured to a density of 1 X 10 6 ceils/mL at 37°C in RPM1 1640 medium supplemented 
with 10% fetal calf serum. All subsequent incubations are performed at 37°C. 230 jj of these cells are placed in each 
well of a 96-well tissue culture plate and the cells are incubated for 15 minutes. 10 pJ of desired concentration of com- 
40 pounds of Formula I in the above mentioned medium are added to the appropriate wells and incubated for an additional 

15 minutes. To each well is added 10 ul of PMA at a final concentration of 30 ng/mL. The cells are then incubated for 

16 hours after which the plate is centrifuged and the medium is removed and analyzed for TNF receptor content. The 
analysis is performed using the R & D Systems TNF receptor Quantikine Immunoassay following the manufacturer's 
protocol. Measurements of each TNF receptor (receptor I and receptor II) are performed in this way. The IC 50 is calcu- 

45 (ated from the percent inhibition of TNF released into the medium. 

The compounds of Formula I, when tested in this assay, exhibited the ability to selectively inhibit TNF production. 
While the present invention has been described with respect to specific embodiments thereol, it will be understood 
by those skilled in the art that various changes may be made and equivalents may be substituted without departing from 
the scope of the invention. All such modifications are intended to be within the scope of the claims appended hereto. 

50 

Claims 

1 . A compound of the formula: 

55 
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wherein: 

n is 0, 1 or 2; 

Y is hydroxy or XONH-, where X is hydrogen or lower alkyl; 

R 1 is hydrogen or lower alkyl; 

R 2 is hydrogen, lower alkyl, heteroalkyl, aryl, aralkyl, aryiheteroalkyl, cycloalkyl, cycloalkylalkyl, heter- 

oaryl, heteroaralkyl, heteroarylheteroalkyl, heterocyclo, heterocylo-lower alkyl, heterocyclo-lower het- 
eroalkyl or -NR 6 R 7 , wherein: 

R 6 is hydrogen, lower alkyl, cycloalkyl or cycloalkylalkyl, aryl, heteroaryl and heteroaralkyl; 

R 7 is hydrogen, lower alkyl, cycloalkyl or cycloalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, - 

C{0)R 8 , -C(0)NR 8 R 9 , -S0 2 NR 8 R 9 , -S0 2 R 10 , aryloxycarbonyf, or alkoxycarbonyl; or 

R 6 and R 7 together with the nitrogen atom to which they are attached represent a heterocyclo 

group; wherein 

R 8 and R 9 are independently hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, 
heteroaryl, heteroaralkyl or heteroalkyl, and 

R 10 is lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, heter- 
oalkyl or heterocyclo; or 

R 1 and R 2 together with the carbon atom to which they are attached represent a cycloalkyl or heterocyclo group; 
R 3 is hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aryl, aralkyl, heteroaryl, heteroaralkyl, heteroalkyl or 

lower alkoxy; 

R 4 is hydrogen, lower alkyl, cycloalkyl or cycloalkylalkyl; or 

R 2 and R 3 together with the carbons to which they are attached represent a cycloalkyl or heterocyclo group; or 
R 3 and R 4 together with the carbon to which they are attached represent a cycloalkyl or heterocyclo group; and 
R 5 is lower alkyl, cycloalkyl. cycloalkylalkyl, aryl, aralkyl, heteroaryl, or heteroaralkyl; 

or a pharmaceutical^ acceptable salt or ester thereof. 

2. The compound of Claim 1 , wherein R 2 is -NR 6 R 7 . 

3. The compound of Claim 1 , wherein n is 2 and Y is XONH- in which X is hydrogen. 

4. The compound of Claim 3, wherein R 1 is hydrogen and R 5 is aryl or heteroaryl. 

5. The compound of Claim 4, wherein R 2 is hydrogen and R 3 is aralkyl and R 4 is hydrogen. 

6. The compound of Claim 5, wherein R 3 is benzyl and R 5 is optionally substituted phenyl or naphthyl. 

7. The compound of Claim 6, wherein R 5 is phenyl, 4-methoxyphenyl, V(4-methoxyphenyl)-2-phenylethene, phe- 
nylthiophenyl, phenoxyphenyl, or biphenyl. 

8. The compound of Claim 7, wherein R 5 is 4-phenylthiophenyl, 4-phenoxyphenyl, or 4-biphenyl. 

9. The compound of Claim 4, wherein R 3 and R 4 together with the carbon to which they are attached form a cycloalkyl 
group. 

10. The compound of Claim 9, wherein R 5 is 4-methoxyphenyl or 4-phenoxyphenyl and the cycloalkyl group is 
cyclopentyl, cyclohexyl, or 4-methylcyclohexyl. 
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11. The compound of Claim 4, wherein R 3 and R 4 together with the carbon to which they are attached form a hetero- 
cycfo group. 

12. The compound of Claim 1 1 , wherein the heterocydo group is optionally substituted piperidine or tetrahydropyranyi. 

13. The compound of Claim 12, wherein the heterocydo group is piperidin-4-yi and R 5 is 4-phenoxyphenyl, 4-(4- 
bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)phenyl. 

14. The compound of Claim 12, wherein the heterocydo group is 1-methylpiperidin-4-yl and R 5 is 4-phenoxyphenyl, 4- 
(4-bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-f luorophenoxy)phenyl. 

15. The compound of Claim 12, wherein the heterocydo group is 1-(cyclopropylmethyl)piperidin-4-yl and R 5 is 4-phe- 
noxyphenyl, 4-(4-bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)phenyl. 

16. The compound of Claim 12, wherein the heterocydo group is tetrahydropyran-4-yl and R 5 is 4-phenoxyphenyl, 4- 
(4-bromophenoxy)phenyl, 4-{4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)phenyl. 

17. The compound of Claim 3, wherein R 2 and R 3 together with the carbons to which they are attached form a 
cydoalkyl group and R 5 is aryl. 

18. The compound of Claim 17, wherein the cydoalkyl group is cyclopentyl or cydohexyl, R 4 is hydrogen, and R 5 is 4- 
methoxyphenyl. 

19. The compound of Claim 3, wherein R 2 is -NR € R 7 , R 1 , R 3 and R 4 are hydrogen, and R 5 is aryl. 

20. The compound of Claim 19, wherein R 5 is 4-phenoxyphenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophe- 
noxy)phenyl. 

21. The compound of Claim 3, wherein R 1 and R 2 together with the carbon to which they are attached form a hetero- 
cydo group. 

22. The compound of Claim 21 , wherein R 3 and R 4 are both hydrogen and the heterocydo group is optionally substi- 
tuted piperidine or tetrahydropyranyl. 

23. The compound of Claim 22, wherein the heterocydo group is piperidin-4-yl and R 5 is 4-phenoxyphenyl, 4-(4- 
bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-f luorophenoxy)phenyl. 

24. The compound of Claim 22, wherein the heterocydo group is tetrahydropyran-4-yl and R 5 is 4-phenoxyphenyl, 4- 
(4-bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, 4-(4-fluorophenoxy)phenyl, 4-(thiophen-2-yl)phenoxyphe- 
nyl, 4-(thiophen-3-yl)phenoxypheny1, 4-(2-pyridyloxy)phenyl, 4-(5-chloro-2-pyridyloxy)pheny1. 

25. The compound of Claim 3, wherein R 1 and R 2 are both alkyl, R 3 and R 4 are hydrogen, and R 5 is 4-phenoxyphenyl, 
4-(4-bromophenoxy)phenyl, 4-(4-chlorophenoxy)phenyl, or 4-(4-fluorophenoxy)pbenyl. 

26. A compound of the group comprising 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfonyl)-tetrahydropyran-4-ylJ-acetamide, 

2-{4-[4-(4-chlorophenoxy)phenylsulfonyl]tetrahydropyran-4-yl}-/V-hydroxyacetamide, 

2-{4-[4-(4-fluorophenoxy)phenylsulfonyl]-tetrahydropyran-4-yl}-A/-hydroxyacetamide, 

A/-hydroxy-2-[4-(4-phenoxyphenylsulfbnyl)-piperid!n-4-yl]-acetamide, 

2-{4-[4-(4-chlorophenoxy)-phenylsulfonyi]piperidin-4-yl}-A/-hydroxyacetamide, 

2-{4-[4-(4-fluorophenoxy)-phenylsulfbnyl]-piperidin-4-yl}-A/-hydroxyacetamide, 

A/-hydroxy-2-[1-methyl-4-(4-phenoxyphenylsulfonyl)-piperidin-4-yl]-acetamide, 

2-[1-cydopropylmethyl-4-(4-phenoxyphenylsulfonyl)-piperidin-4-yl]-A/-hydroxyacetamide, 

2-{ 1-cyciopropylmethyl-4-[4-(4-chlorophenoxy)-phenylsulfony0piperidin-4-yl}-A/-hydroxyacete^ 

2-{1-cydopropylmethyl-4-[4-(4-fluoropherx)xy)-phenylsulfonyl]piperidin-4-yl)-W-hydroxyac 

2-{4-[4-(4-fluorcphenoxy)-phenylsulflnyl]-tetrahydropyran-4-yl}-A/-hydroxyacetamide f 

( R)-2-(CBZ-valinamido)-N-hydroxy-3-(4-phenoxyphenylsulfonyO -propionamid , 

(ft)-A/-hydroxy-2-valinamido-3-(4-phenoxyph nylsulfonyl)propionamide, 
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(fl)-2-dimethylamino-N-hydrcoty^^ 
(ft)-2^imethylaminosu!fonamWo-/V^ 

2- {4-[-(4-fluoroptenoxy)-phenylthio]-te^ 
4-[4-(4-chloropherK»y)-phenylsulfonylm^ 

4-[4-(4-thiophen-2-yl)ph noxyphenyl-sulfonylmethyQteftrahydropyran-4-(/V-hydroxycartx)xam 

3- [4-(4-<ftlorophenoxy)-phenyisuHon^ 

4- [4-(4-(thfophen-3-yl)-phenoxy)phenylsulfonyto^ 

and pharmaceutical^ acceptable salts thereof. 
27. A process for preparing a compound of the Formula: 

OR 3 fr 


wherein: 


n is 1 or 2; 

Y is hydroxy or XONH-, where X is hydrogen or lower alkyl; 

R 1 is hydrogen or lower alkyl; 

R 2 is hydrogen, lower alkyl, aralkyl, cycloalkyl. cycloalkylalkyl, or heterocyclo; or 

R 1 and R 2 together with the carbon atom to which they are attached represent a cycloalkyl or heterocyclo group; 

R 3 is hydrogen, lower alkyl, cycloalkyl, cycloalkylalkyl, aralkyl, heteroaralkyl, or lower alkoxy; 

R 4 is hydrogen or lower alkyl ; or 

R 2 and R 3 together with the carbons to which they are attached represent a cycloalkyl or heterocyclo group; or 

R 3 and R 4 together with the carbon to which they are attached represent a cycloalkyl or heterocyclo group; and 

R 5 is lower alkyl, aryl, aralkyl, heteroaryl, or heteroaralkyl; 


comprising contacting a compound of the Formula: 

OR 3 R 4 


wherein R 1 , R 2 , R 3 , R 4 and R 5 are as defined before, 
with an oxidizing agent. 

28. A pharmaceutical composition comprising a pharmaceutically acceptable non-toxic excipient and a therapeutically 
effective amount of a compound according to any one of claims 1-26. 

29. Compounds according to any one of claims 1-26 for use as a therapeutically active substance. 

30. Compounds according to any one of claims 1-16 for use in the treatment of a disease-state which is alleviated by 
treatment with a matrix metalloprotease inhibitor, especially wherein the disease state is rheumatoid arthritis, oste- 
oarthritis, osteoporosis, periodontal disease, aberrant angiogenesis, multiple sclerosis, tumor metastasis, or cor- 
neal ulceration. 

31. Compounds according to any one of claims 1-26 for use in the treatment of a disease state which is mediated by 
tumor necrosis factor, especially wherein the disease state is inflammation, hemorrhage, graft versus host reaction 
or an autoimmune disease. 
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32. The use of a compound according to any on of claims 1 -26 in th treatment of of a disease-state which is allevi- 
ated by treatment with a matrix metalloprotease inhfoitor, especially wherein the disease state is rheumatoid arthri- 
tis, osteoarthritis, osteoporosis, periodontal disease, aberrant angiogenesis, multiple sclerosis, tumor metastasis, 
or corneal ulceration. 

33. The use of a compound according to any one of claims 1 -26 in the treatment of a disease state which is mediated 
by tumor necrosis factor, especially wherein the disease state is inflammation, hemorrhage, graft versus host reac- 
tion or an autoimmune disease. 

34. The use of a compound according to any one of claims 1-26 in the preparation of a medicament for the treatment 
of a disease-state which is alleviated by treatment with a matrix metalloprotease inhibitor, especially wherein the 
disease state is rheumatoid arthritis, osteoarthritis, osteoporosis, periodontal disease, aberrant angiogenesis, mul- 
tiple sclerosis, tumor metastasis, or corneal ulceration or wherein the disease-state is mediated by tumor necrosis 
factor, especially wherein the disease state is inflammation, hemorrhage, graft versus host reaction or an autoim- 
mune disease. 
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Description 

BACKGROUND OF THE INVENTION 

5 [0001] The present invention relates to the use of matrix metalloproteinase inhibitors, preferably those which display 
specificity for matrix metalloproteinases-2 or 9 in the treatment or prevention of ocular angiogenesis, i.e macular de- 
generation and diabetic retinopathy. 

[0002] Aberrant angiogenesis occurs in several different disease areas including cancer, rheumatoid arthritis and 
psoriasis. Angiogenesis also occurs in various eye diseases such as diabetic retinopathy and age related macular 
10 degeneration (ARMD). Taken together 2.4 million individuals are affected by these two ocular indications (0.7 million 
for proliferative diabetic retinopathy and 1 .7 million for angiogenic ARMD). Laser photocoagulation is a highly effective 
therapy tor proliferative diabetic retinopathy but has side effects, primarily a variable loss of peripheral and night vision. 
Currently there is no therapy capable of preventing or adequately treating ARMD. 

[0003] Complications of diabetes is the major cause of blindness in patents under 50 years of age. In diabetic retin- 

15 opathy, new blood vessels overlying the retina develop, exhibit increased vascular permeability, micro-anurysms and 
hemorrhage resulting in damage to the neural retina. The current therapy for diabetic retinopathy is to photocoagulate 
the retina outside the macula so that the blood vessels are destroyed and cannot further proliferate. This treatment 
has a success rate of approximately 95% but has side effects, primarily a variable loss of peripheral and night vision. 
The incidence of diabetes related ocular angiogenesis is 25,000 cases/year. 

20 [0004] Age-related macular degeneration (ARMD) is the leading cause of legal blindness and low vision in the elderly. 
This disorder represents an advanced and pathologic stage of the aging process that occurs in all eyes. Age-related 
macular degeneration exists in a "dry" or "wet" form. The "dry" or atrophic type causes gradual deterioration of vision 
over 10 to 20 years. The "wet" or exudative type causes a rapid and widespread loss of central vision due to leakage 
of blood or fluid from abnormal, newly formed blood vessels (i.e., choroidal neovascular membranes) proliferating 

25 beneath the macula. Since this process occurs in the macula there is a major impact on acuity and central vision. 
Unlike diabetes related blindness, patients with ARMD are frequently healthy in other respects and the loss of vision 
can convert an active independent individual into one totally dependent on others. In ARMD, one eye usually shows 
symptoms first and patients are laced with several years of anguish waiting for the likely loss of sight in the other eye. 
There is no effective way to treat or prevent this condition. Photocoagulation therapy cannot be used since it destroys 

30 the photoreceptors and would cause blindness if applied to the macula. A category of ARMD considered to have a 
high risk of developing the exudative type is distinguishable by clinical examination. Since the prevalence of this cat- 
egory of ARMD doubles with every decade after 50, and the aging of the populations of the developed countries, the 
suffering and health care costs of this condition are likely to grow dramatically. In a US population study, in males over 
the age of thirty, the prevalence of exudative disease was 0.5% but the prevalence of the high risk condition, (prime 

3S candidates for prophylactic therapy) was 9% (Bessler et al, Arch Opthalmol, t07, 847(1 989). In the over 70 age group 
prevalence of the high risk condition rose to 26%. This is a major unmet medical need. 

[0005] The present inventor has now discovered that matrix metalloproteinase inhibitors, preferably those which 
display specificity for matrix metalloproteinases-2 or 9, are useful for the treatment or prevention of ocular angiogenesis, 
i.e. macular degeneration and diabetic retinopathy. 

40 

SUMMARY OF THE INVENTION 

[0006] The present invention relates to a method of treating or preventing ocular angiogenesis, including macular 
degeneration and diabetic retinopathy, by inhibiting a matrix metalloproteinase in a mammal, preferably a human, 

45 comprising administering to said mammal requiring such treatment or prevention a matrix metalloproteinase inhibiting 
effective amount of a matrix metalloproteinase inhibitor, or pharmaceutical^ acceptable salts thereof. 
[0007] The present invention also relates to a method of treating or preventing ocular angiogenesis, including macular 
degeneration and diabetic retinopathy, in a mammal, preferably a human, comprising administering to said mammal 
requiring such treatment or prevention a matrix metalloproteinase-2 or matrix metalloproteinase-9 inhibiting effective 

50 amount of a matrix metalloproteinase-2 or matrix metalloproteinase-9 inhibitor, or pharmaceutical^ acceptable salts 
thereof. 

[0008] The present invention also relates to a method of treating or preventing ocular angiogenesis, including macular 
degeneration and diabetic retinopathy, in a mammal, preferably a human, comprising administering to said mammal 
requiring such treatment or prevention a matrix metalloproteinase-2 selective or matrix metalloproteinase-9 selective 
55 inhibiting effective amount of a matrix metalloprotetnase-2 selective or matrix metalloproteinase-9 selective inhibitor, 
or pharmaceutical^ acceptable salts thereof. 

[0009] The present invention also relates to a method of treating or preventing ocular angiogenesis, including macular 
degeneration and diabetic retinopathy, in a mammal, preferably a human, comprising administering to said mammal _ 
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requiring such treatment or prevention a matrix metalloproteinase inhibiting effective amount of a compound selected 
from the group consisting of: 

3- [[4-(4-fluoro-phenoxy)-benzenesulfonyl]-(1-hydroxycarbamoyl-cyclopentyl)-amino]-propionic acid; 
s 4-[4-(4-fluoro-phenoxy)-benzenesulfonylamino]-tetrahydro-pyran-4-carboxylic acid hydroxyamide; 

4- [4-(4-chloro-phenoxy)-benzenesulfonylmethyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide; 

3- [[4-(4-fluoro-phenoxy)-benzenesulfonyl]-(1-hydroxycarbamoyl-cyclobutyl)-amino]-propionic acid; 

4- (4 , -chloro-biphenyl-4-yl)-2-[2-(1,3<lioxo-1 J 3-dihydro-isoindol-2-yl)-ethyl]-4-oxo-butyric acid; 

{1 -[4-(4-fluoro-benzyloxy)-benzenesulfonyl]-2-hydroxycarbamoyl-piperidin-3-yl}-carbamic acid isopropyl ester; 
10 2-[4-(4-fluoro-phenoxy)-benzenesulfonylamino]-N-hydroxy-2-methyl-propionamide; 
3-[4-(4'fluoro-phenoxy)-benzenesulfonyl]-2,N-dihydroxy-propionamide; 
3-(4-phenoxy-benzenesulfonyl)-7-oxa-bicyclo[2.2.1]heptane-2-carboxylic acid hydroxyamide; 
(4-benzyl-benzyi)-[2-(2,2-dimethyl-1 -methyl 
phinic acid ; 

is 2-amino-3-[4-(4-fluoro-phenoxy)-benzenesulfonyl]-N-hydroxy-propionamide; and 

N-hydroxy-2-(4-phenyl-piperidine-1-sulfonyl)-acetamide. 

[0010] The present invention also relates to an intraorbital pharmaceutical composition for treating or preventing 
ocular angiogenesis, including macular degeneration and diabetic retinopathy, in a mammal, comprising an amount of 
20 a matrix metalloproteinase inhibitor that is effective in treating or preventing ocular angiogenesis, including macular 
degeneration and diabetic retinopathy, and a pharmaceutical^ acceptable carrier 

DETAILED DESCRIPTION OF THE INVENTION 

25 [001 1] Matrix metalloproteinase inhibitors, induding MMP-2 or MMP-9 selective inhibitors, can be prepared according 
to methods well known to those of ordinary skill in the art. Specifically, matrix metalloproteinase inhibitors with broad 
activity and their methods of preparation have been described in PCT publications WO 96/33172, published October 
24, 1996, and WO 96/27583, published March 7, 1996; PCT Application No. PCT/US 95/07 166, filed June 07, 1995 
(which corresponds to United States Patent Application No. 60/017,850, filed May 20, 1996); PCT Application No. 

30 PCT/IB95/00427, filed June 6, 1995; European Patent Application No. 0818442; published January 14, 1998; PCT 
published Application No. WO 98/07697; published PCT Application No. WO 98/03516; PCT published Application 
No. WO 98/34918; PCT published Application No, WO 98/34915; PCT published Application No. WO 98/33768; PCT 
published Application No. WO 98/30566. European Patent Application 606,046, published July 13; 1994; PCT publi- 
cation WO 90/05719, published May 31, 1990; and European Patent Publication 780,386, published June 25, 1997. 

35 All of the foregoing references are incorporated herein by reference in their entirety. 

[0012] Matrix metallogproteinase -2 or -9 selective inhibitors refer to compounds that demonstrate a selectivity for 
the MMP-2 or -9 metalloproteinase over MMP-1 metalloproteinase or other MMPs. 

[001 3] The ability of matrix metalloproteinase inhibitors or or their pharmaceutical^ acceptable salts (hereinafter also 
referred to as the inhibitors of the present invention) to inhibit matrix metalloproteinases or the production of tumor 
40 necrosis factor (TNF) and, consequently, demonstrate their effectiveness for treating macular degeneration is shown 
by the following in vitro assay tests. 

Biological Assay 

45 Inhibition of Human Collagenase (MMP-1) 

[0014] Human recombinant collagenase is activated with trypsin using the following ratio: 10 mg trypsin per 100 mg 
of collagenase. The trypsin and collagenase are incubated at room temperature for 10 minutes then a five fold excess 
(50 mg/10 mg trypsin) of soybean trypsin inhibitor is added. 
so [0015] 10 mM stock solutions of inhibitors are made up in dimethyl sulfoxide and then diluted using the following 
Scheme: 

10mM-4 120 U-M -> 12u.M->1.2 U.M 0. 1 2 u,M 
[0016] Twenty-five microliters of each concentration is then added in triplicate to appropriate wells of a 96 well mi- 
crofluor plate. The final concentration of inhibitor will be a 1 :4 dilution after addition of enzyme and substrate. Positive 
55 controls (enzyme, no inhibitor) are set up in wells D1-D6 and blanks (no enzyme, no inhibitors) are set in wells D7-D12, 
[001 7] Collagenase is diluted to 400 ng/ml and 25 ml is then added to appropriate wells of the microfluor plate. Final 
concentration of collagenase in the assay is 1 00 ng/ml. 

[001 8] Substrate (DNP-Pro~Cha-Gly-Cys(Me)-His-Ala-Lys(NMA)-NH 2 ) is made as a 5 mM stock in dimethyl sulfoxide 
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and then diluted to 20 mM in assay buffer. The assay is initiated by the addition of 50 ml substrate per well of the 
microfluor plate to give a final concentration of 10 mM. 

[0019] Fluorescence readings (360 nM excitation, 460 nm emission) were taken at time 0 and then at 20 minute 
intervals. The assay is conducted at room temperature with a typical assay bme of 3 hours. 

s [0020] Fluorescence vs time is then plotted for both the blank and collagenase containing samples (data from trip- 
licate determinations is averaged). A time point that provides a good signal (the blank) and that is on a linear part of 
the curve (usually around 120 minutes) is chosen to determine IC 5Q values. The zero time is used as a blank for each 
compound at each concentration and these values are subtracted from the 120 minute data. Data is plotted as inhibitor 
concentration vs % control (inhibitor fluorescence divided by fluorescence of collagenase alone x 100). IC 50 's are 

10 determined from the concentration of inhibitor that gives a signal that is 50% of the control. 

[0021] If IC 50 's are reported to be <0.03 mM then the inhibitors are assayed at concentrations of 0.3 mM, 0.03 mM, 
0.03 mM and 0.003 mM. 

Inhibition of Gelatinase (MMP-2) 

15 

[0022] Inhibition of gelatinase activity is assayed using the Dnp-Pro-Cha-Gly-Cys(Me)-His-Ala-Lys(NMA)-NH 2 sub- 
strate (10 mM) under the same conditions as inhibition of human collagenase (MMP-1). 

[0023] 72kD gelatinase is activated with 1 mM APMA (p-aminophenyl mercuric acetate) for 15 hours at 4°C and is 
diluted to give a final concentration in the assay of 100 mg/ml. Inhibitors are diluted as for inhibition of human colla- 
te genase (MMP-1 ) to give final concentrations in the assay of 30 mM, 3 mM, 0.3 mM and 0.03 mM. Each concentration 
is done in triplicate. 

[0024] Fluorescence readings (360 nm excitation, 460 emission) are taken at time zero and then at 20 minutes 
intervals for 4 hours. 

[0025] IC^s are determined as per inhibition of human collagenase (MMP-1). If IC 50 's are reported to be less than 
25 0.03 mM, then the inhibitors are assayed at final concentrations of 0.3 mM, 0.03 mM, 0.003 mM and 0.003 mM. 

Inhibition of Stromelysin Activity (MMP-3) 

[0026] Inhibition of stromelysin activity is based on a modified spectrophotometric assay described by Weingarten 
30 and Feder (Weingarten, H. and Feder, J., Spectrophotometric Assay for Vertebrate Collagenase, Anal. Biochem. 147, 
437-440 (1985)). Hydrolysis of the thio peptolide substrate [Ac-Pro-Leu-Gly-SCH[CH 2 CH(CH 3 ) 2 ]CO-Leu-Gly-OC 2 H 5 ] 
yields a mercaptan fragment that can be monitored in the presence of Ellman's reagent. 

[0027] Human recombinant prostromelysin is activated with trypsin using a ratio of 1 ml of a 10 mg/ml trypsin stock 
per 26 mg of stromelysin. The trypsin and stromelysin are incubated at 37°C for 15 minutes followed by 10 ml of 10 

35 mg/ml soybean trypsin inhibitor for 10 minutes at 37°C for 10 minutes at 37°C to quench trypsin activity. 

[0028] Assays are conducted in a total volume of 250 ml of assay buffer (200 mM sodium chloride, 50 mM MES, 
and 10 mM calcium chloride, pH 6.0) in 96-well microliter plates. Activated stromelysin is diluted in assay buffer to 25 
mg/ml. Ellman's reagent (3-Carboxy-4-nitrophenyl disulfide) is made as a 1 M stock in dimethyl formamide and diluted 
to 5 mM in assay buffer with 50 ml per well yielding at 1 mM final concentration. 

40 [0029] 10 mM stock solutions of inhibitors are made in dimethyl sulfoxide and diluted serially in assay buffer such 
that addition of 50 ml_ to the appropriate wells yields final concentrations of 3 mM, 0.3 mM, 0.003 mM, and 0.0003 
mM. All conditions are completed in triplicate. 

[0030] A 300 mM dimethyl sulfoxide stock solution of the peptide substrate is diluted to 1 5 mM in assay buffer and 
the assay is initiated by addition of 50 ml to each well to give a final concentration of 3 mM substrate. Blanks consist 
4$ of the peptide substrate and Ellman's reagent without the enzyme. Product formation was monitored at 405 nm with 
a Molecular Devices UVmax plate reader. 

[0031] IC 50 values were determined in the same manner as for collagenase. 
Inhibition of Human 92 kD Gelatinase (MMP-9) 

50 

[0032] Inhibition of gelatinase (MMP-9) activity is assayed using the Mca-Pro-Leu-G!y-Leu-Dpa-Ala-Arg-NH 2 sub- 
strate (10 mM) under similar conditions as described above for the inhibition of human collagenase (MMP-1). 
[0033] Human recombinant 92 kD gelatinase (MMP-9, gelatinase B) is activatedfor 2 hours with 1 mM p-aminophenyl- 
mercuric acetate (from a freshly prepared 100 mM stock in 0.2 N NaOH) at 37 C. 
55 [0034] 10 mM dimethylsulfoxide stock solutions of inhibitors are diluted serially in assay buffer (50 mM TRIS, pH 7.5, 
200 mM NaCI, 5 mM CaCI 2 , 20 p.M 2nCI 2 , 0.02% BRIJ-35 (vol./vol.)) using the following scheme: 

1 0 mM — > 1 20 jiM > 1 2 fiM > 1 .2 uJvl— -4 0. 1 2 jiM 

[0035] Further dilutions are made as necessary following this same scheme. A minimum of four inhibitor concentra- 
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tions for each compound are performed in each assay. 25 ul of each concentration is then added to triplicate wells of 
a black 96 well U -bottomed microfiuor plate. As the linal assay volume is 100 final concentrations of inhibitor are 
the result of a further 1:4 dilution (i.e. 30 jiM — > 3 |iM — > 0.3 u.M — > 0.03 uJvl, etc.). A blank (no enzyme, no 
inhibitor) and a positive enzyme control (with enzyme, no inhibitor) are also prepared in triplicate. 
s [0036] Activated enzyme is diluted to 100 ng/mL in assay buffer, 25 uX per well is added to appropriate wells of the 
microplate. Final enzyme concentration in the assay is 25 ng/mL (0.27 nM). 

[0037] A five mM dimethylsulfoxide stock solution of substrate (Mca-Pro-Leu-Gly-Leu-Dpa-Ala-Arg-NH 2 ) is diluted 
in assay buffer to 20 uJvl. The assay is initiated by addition of 50 ul of diluted substrate yielding a final assay concen- 
tration of 10 u.M substrate. A 0 time fluorescence reading (320 excitation; 390 emission) is immediately taken and 
io subsequent readings are taken every fifteen minutes at room temperature with a PerSeptive Biosystems CytoFluor 
Multi-Well Plate Reader with the gain at 90 units. 

[0038] The average value of fluorescence of the enzyme and blank are plotted versus time An early time point on 
the linear part of this curve is chosen for IC 60 determinations. The 0 time point for each compound at each dilution is 
subtracted from the latter time point and the data then expressed as percent of enzyme control (inhibitor fluorescence 
i5 divided by fluorescence of positive enzyme control x 1 00). Data is plotted as inhibitor concentration versus percent of 
enzyme control. IC 50 's are defined as the concentration of inhibitor that gives a signal that is 50% of the positive enzyme 
control. 

Inhibition of MMP-13 

20 

[0039] Human recombinant MMP-13 is activated with 2mM APMA (p-aminophenyl mercuric acetate) for 1 .5 hours, 
at 37°C and is diluted to 400 mg/ml in assay buffer (50 mM Tris, pH 7.5, 200 mM sodium chloride, 5mM calcium chloride, 
20mM zinc chloride, 0.02% brij). Twenty-five microliters of diluted enzyme is added per well of a 96 well microfiuor 
plate. The enzyme is then diluted in a 1:4 ratio in the assay by the addition of inhibitor and substrate to give a final 
25 concentration in the assay of 100 mg/ml. 

[0040] 10 mM stock solutions of inhibitors are made up in dimethyl sulfoxide and then diluted in assay buffer as per 
the inhibitor dilution scheme for inhibition of human collagenase (MMP-1 ). Twenty-five microliters of each concentration 
is added in triplicate to the microfiuor plate. The final concentrations in the assay are 30 mM, 3mM, 0.3 mM, and 0.03 
mM. 

30 [0041] Substrate (Dnp-Pro-Cha-Gly-Cys(Me)-His-Ala-Lys(NMA)-NH 2 ) is prepared as for inhibition of human colla- 
genase (MMP-1) and 50 ml is added to each well to give a final assay concentration of 1 0 mM. Fluorescence readings 
(360 nM excitation; 450 emission) are taken at time 0 and every 5 minutes for 1 hour. 

[0042] Positive controls consist of enzyme and substrate with no inhibitor and blanks consist of substrate only. 
[0043] IC 50 's are determined as per inhibition of human collagenase (MMP-1). If IC 50 's are reported to be less than 
35 0.03 mM, inhibitors are then assayed at final concentrations of 0.3 mM, 0.03 mM, 0.003 mM and 0.0003 mM. 

[0044] All of the compounds of the invention that were tested in the Inhibition of MMP-1 3 assay had IC 50 's of less 
than 50nm. 

Inhibition of TNF Production 

40 

[0045] The ability of the compounds or the pharmaceutical^ acceptable salts thereof to inhibit the production of TNF 
and, consequently, demonstrate their effectiveness for treating diseases involving the production of TNF is shown by 
the following jn vitro assay: 

[0046] Human mononuclear cells were isolated from anticoagulated human blood using a one-step Ficoll-hypaque 
^5 separation technique. (2) The mononuclear cells were washed three times in Hanks balanced salt solution (HBSS) 
with divalent cations and resuspended to a density of 2 x 10 6 /ml in HBSS containing 1% BSA. Differential counts 
determined using the Abbott Cell Dyn 3500 analyzer indicated that monocytes ranged from 1 7 to 24% of the total cells 
in these preparations. 

[0047] 180m of the cell suspension was aliquoted into flat bottom 96 well plates (Costar). Additions of compounds 
50 and LPS (1 OOng/ml final concentration) gave a final volume of 200ml. All conditions were performed in triplicate. After 
a four hour incubation at 37°C in an humidified C0 2 incubator, plates were removed and centrifuged (10 minutes at 
approximately 250 x g) and the supematants removed and assayed for TNFa using the R&D ELISA Kit®. 

Inhibition of Anqiogenesis 

55 

[0048] The activity of MMP inhibitors, preferably MMP-2 or MMP-9 inhibitors, for inhibiting angiogenesis can be 
determined according to the following in vivo rat model. A 10|ig pellet containing an angiogenic material, such as 
vascular endothelial growth factor (VEGF) and a matrix metalloproteinase inhibitor or placebo, is implanted intraorb- 
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itally. After one week the eyes are removed and the degree of inhibition of angiogenesis is determined qualitatively. 
Inhibitors with IC 50 's of less than 10nm reduced angiogenesis. Table 1 demonstrates that MMP inhibitors are useful in 
treating angiogenesis. 
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Table 1 



Compound 

Corneal Neovascularization (#Positive 
Response/#Response) 

% Response 


Hydron + PBS 

0/3 

0 

•t n 

basic fibroblast growth factor 

3/3 

100 


VEGF 

4/4 

100 

1$ 

3-[[4-(4-Fluoro-phenoxy)-benzenesulfonyl]- 
( 1 -hydroxycarbamoyl-cyclopenty l)-amino]- 
propionic acid 




10ng + VEGF 

1/4 

25 


25ng + VEGF 

1/6 

17 

20 

50ng + VEGF 

0/5 

0 

100ng + VEGF 

0/5 

0 

25 

2-[4-(4-Fluoro-phenoxy)- 

benzenesultonylamino]-N-hydroxy-2-methyl- 

propionamide 



10ng + VEGF 

1/5 

20 


25ng + VEGF 

1/6 

17 


50ng + VEGF 

0/5 

0 

30 

100ng + VEGF 

0/5 

0 


3-(4-Phenoxy-benzenesulfonyl)-7-oxa-bicyclo 
[2.2.1]heptane-2-carboxylic acid hydroxyamide 




10ng + VEGF 

4/4 

25 

35 

25ng + VEGF 

3/5 

60 


50ng + VEGF 

2/5 

40 


100ng + VEGF 

1/5 

20 


40 


45 


50 


55 


[0049] The compositions of the present invention may be formulated in a conventional manner using one or more 
pharmaceutical^ acceptable carriers. Thus, the active compounds of the invention may be formulated for oral, intraor- 
bital, buccal, intranasal, parenteral (e.g. , intravenous, intramuscular or subcutaneous) or rectal administration or in a 
form suitable for administration by inhalation or insufflation. 

[0050] The active compounds can be administered in a wide variety of different dosage forms, in general, the ther- 
apeutically effective compounds of this invention are present in such dosage forms at concentration levels ranging 
from about 5.0% to about 70% by weight. 

[0051] For oral administration, tablets containing various excipients such as microcrystalline cellulose, sodium citrate, 
calcium carbonate, dicalcium phosphate and glycine may be employed along with various disintegrants such as starch 
(and preferably corn, potato or tapioca starch), alginic acid and certain complex silicates, together with granulation 
binders like polyvinylpyrrolidone, sucrose, gelation and acacia. Additionally, lubricating agents such as magnesium 
stearate, sodium lauryl sulfate and talc are often very useful for tabletting purposes. Solid compositions of a similar 
type may also be employed as fillers in gelatin capsules; preferred materials in this connection also include lactose or 
milk sugar as well as high molecular weight polyethylene glycols. When aqueous suspensions and/or elixirs are desired 
for oral administration, the active ingredient may be combined with various sweetening or flavoring agents, coloring 
matter or dyes, and, if so desired, emulsifying and/or suspending agents as well, together with such diluents as water, 
ethanol, propylene glycol, glycerin and various like combinations thereof. In the case of animals, they are advanta- 
geously contained in an animal feed or drinking water in a concentration of 5-5000 ppm, preferably 25 to 500 ppm. 
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[0052] For intraorbital administration a sterile injectable solution of the active ingredient is usually prepared. Solutions 
of a therapeutic compound of the present invention in an aqueous solution or suspension (particle size less than 10 
micron) may be employed. The aqueous solutions should be suitably adjusted and buffered, preferably at a pH between 
5 and 8, if necessary and the liquid diluent lirst rendered isotonic. Small amounts of polymers can be added to increase 
5 viscosity or for sustained release (such as cellulosic polymers, Dextran, polyethylene glycol, or alginic acid). These 
solutions are suitable for intraorbital injection purposes. The preparation of all these solutions under sterile conditions 
is readily accomplished by standard pharmaceutical techniques well known to those skilled in the art. In the case of 
animals, compounds can be administered intraorbital^ at dosage levels of about 0.1 to 50 mg/kg/day, advantageously 

0. 2 to 10 mg/kg/day given in a single dose or up to 3 divided doses. 

w [0053] For parenteral administration (intramuscular, intraperitoneal, subcutaneous and intravenous use) a sterile 
injectable solution of the active ingredient is usually prepared. Solutions of a therapeutic compound of the present 
invention in either sesame or peanut oil or in aqueous propylene glycol may be employed. The aqueous solutions 
should be suitably adjusted and buffered, preferably at a pH of greater than 8, if necessary and the liquid diluent first 
rendered isotonic. These aqueous solutions are suitable for intravenous injection purposes. The oily solutions are 

75 suitable for intraarticular, intramuscular and subcutaneous injection purposes. The preparation of all these solutions 
under sterile conditions is readily accomplished by standard pharmaceutical techniques well known to those skilled in 
the art. In the case of animals, compounds can be administered intramuscularly or subcutaneously at dosage levels 
of about 0.1 to 50 mg/kg/day, advantageously 0.2 to 10 mg/kg/day given in a single dose or up to 3 divided doses. 
[0054] The active compounds may also be formulated in rectal compositions such as suppositories or retention 

20 enemas, e.g. , containing conventional suppository bases such as cocoa butter or other glycerides. 

[0055] For intranasal administration or administration by inhalation, the active compounds are conveniently delivered 
in the form of a solution or suspension from a pump spray container that is squeezed or pumped by the patient or as 
an aerosol spray presentation from a pressurized container or a nebulizer, with the use of a suitable propellant e.g., 
dichlorodifluoromethane, trichlorofluoromethane, dichlorotetrafluoroethane, carbon dioxide or other suitable gas. In 

25 the case of a pressurized aerosol, the dosage unit may be determined by providing a valve to deliver a metered amount. 
The pressurized container or nebulizer may contain a solution or suspension of the active compound. Capsules and 
cartridges (made, for example, from gelatin) for use in an inhaler or insufflator may be formulated containing a powder 
mix of a compound of the invention and a suitable powder base such as lactose or starch. 

30 

Claims 

1. Use of a matrix metalloprotienase inhibitor, or pharmaceutical^ acceptable salts thereof in the preparation of a 
medicament for the treatment or prevention of ocular angiogenesis in a mammal, preferably a human being. 

35 

2. Use according to Claim 1 wherein the matrix metalloprotienase inhibitor is a matrix metalloproteinase-2-inhibitor 
or matrix metalloproteinase-3 inhibitor. 

3. Use according to Claim 2 wherein the matrix metalloproteinase inhibitor is a matrix metaltoproteinase-2 selective 
40 or matrix metalloproteinase-9 selective inhibitor. 

4. Use according to any of the preceeding claims wherein the matrix metalloproteinase inhibitor is selected from the 
group consisting essentially of: 

45 3-[[4-(4-fluoro-phenoxy)-benzenesulfonyl]-(1-hydroxycarbamoyl-cyclopentyl)-amino]-propionic acid; 

4-[4-(4-fluoro-phenoxy)-benzenesulfonylamino]-tetrahydro-pyran-4-carboxylic acid hydroxyamide; 
4-[4-(4-chloro-phenoxy)-benzenesulfonylmethyl]-tetrahydro-pyran-4-carboxylic acid hydroxyamide; 

3- [[4-(4-fluoro-phenoxy)-benzenesulfonyl]-(1-hydroxycarbamoyl-cyclobutyl)-amino]-propionic acid; 

4- (4 , chloro-biphenyl-4-yl)-2-[2-(1,3<lioxo-1 J 3-dihydro-isoindol-2-yl)-ethyl]-4-oxo-butyric acid; 

50 {1-[4-(4-fluoro-benzyloxy)-benzenesulfonyl]-2-hydroxycarbamoyI-piperidin-3-yl}-carbamic acid isopropyl es- 

ter; 

2- [4-(4-fluoro-phenoxy)-benzenesuHonylamino]-N-hydroxy-2-methyl-propionamide; 

3- [4-(4-fluoro-phenoxy)-benzenesulfonyI]-2,N-dihydroxy-propionamide; 
3-(4-phenoxy-benzenesulfonyl)-7-oxa-bicyclo[2.2.1]heptane-2-carboxylic acid hydroxyamide; 

55 (4-benzyl-benzyl)-[2-(2,2-dimethyl-1-methylcarbamoyl-propylcarbamoyl)-4-(4'-fluoro-biphenyl-4-yl)-butyl]- 
phosphinic acid ; 

2-amino-3-[4-(4-fluoro-phenoxy)-benzenesutfonyl]-N-hydroxy-propionamide; and 
N-hydroxy-2-(4-phenyl-piperidine-1-sulfonyl)-acetamide. 
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A pharmaceutical composition tor treating or preventing ocular angiogenesis in a mammal, comprising a matrix 
metalloproteinase inhibitor according to any of the preceeding claims and a pharmaceutical^ acceptable carrier. 


